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TITLE OF THE INVENTION 

1-BIARYL-13-NAPHTHYRIDIN-4-ONE 
PHOSPHODIESTERASES INHIBITORS 



BACKGROUND OF THE INVENTION 



FIELD OF THE INVENTION 

The present invention is directed to cornpounds that are maryl 
10 subsUtutedLS-napbthyridin^nes. In particular, this invention is directed to 

ohenyl or pyridyl substituted l,8-naphthyridin-4(lH>ones which are ■ 
ShldiliseS inhibitors wherein the phenyl or pyridyl group is at the 1-posiUon 
and contains an aryl substituent group further optionally substituted. 

15 ^^^^^^^^^^^^ , 
m anyrespects, hormones act as messengers to trigger specific cellular respon^ and 
Tvities Many effects produced by hormones, however, are not causedby the 
^Teffectof justmehonnone. ^ the hormone fu^bu^ to a rec^ 

20 Zwngthereleaseofasecondcom ■ 

^! ompoundiscaUedthesecondmessenger. CycUc adenosine monophosphate 
Inosine 3', 5'-cyclic monophosphate, "cAMP" or "cyclic AMP") . known as a • 
second messenger for hormones including epinephrine, glucagon, cal « to ^ 

Xnses to hormones. Cyclic AMP also mediates cellular responses to various 
---smitte,^^ 

30 y 5' cyclic nucleotides to 5' nucleoside monophosphates, thereby tennmating cAMP 

secondmessenge^^^ 
rPDE^.LLownas'TDE-^.^ 

PDE has generated interest as potential targets for the development of nove anti- 
PDE, nas gencm r known to exist as at lease four 

asthmatic and antiinflammatory compounds. PDE4 is Known 
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isoenzymes, each of which is encoded by a distinct gene. Each of the four known 
PDE4 gene products is believed to play varying roles in allergic and/or inflammatory 
responses. Thus, it is believed that inhibition of PDE4, particularly the specific PDE4 
isoforms that produce detrimental responses, can beneficially affect allergy and 
5 inflammation symptoms. It would be desirable to provide novel compounds and 
compositions that inhibit PDE4 activity. 

A major concern with the use of PDE4 inhibitors is the side effect of 
emesis which has been observed for several candidate compounds as described in 
C-Burnouf et al., ("Burnouf ), Ann. Rep. In Med. Chem.> 33:91-109(1998). B .Hughes 

10 et al. v Br. J.Pharmacol, 11 83-1 191(1996); MJ.Perry et aL, Cell Biochem, 

Biophys., 29:113-132(1998); S.B.Christensen et al., J.Med. Chem., 41:821^835(1998); 
and Burnouf describe the wide variation of the severity of the undesirable side effects 
exhibited by various compounds. As described in M.D.Hbuslay et al., Adv. In 
Pharmacol, 44:225-342(1998) andD.Spina et al., Adv. In Pharmacol, 4&33- 

15 89(1998), there is great interest and research of therapeutic PDB4 inhibitors. 

International Patent Publication W09422852 describes quinolines as 
PDE4 inhibitors. International Patent Publication WO9907704 describes l-aryl-1,8- 
naphthylidin-4-one derivatives as PDE4 inhibitors. 

A.H.Cook, et al., J.Chem. Soc. y 413-417(1943) describes gamma- 

20 pyridylquinolines. Other quinoline compounds are described in Kei Manabe et al., 
J.Org. Chem., 58(24): 6692-6700(1 993); Kei Manabe et al., JAm. Chem. Soc, 
115Q2}:5324-5325(1993); and Kei Manabe et al., /.Am. Chem. Soc, 114(17) :6940- 
6941(1992), 

Compounds that include ringed systems are described by various 
25 investigators as effective for a variety of therapies and utilities. For example, 
International Patent Publication No. WO 98/25883 describes ketobenzamides as 
calpain inhibitors, European Patent Publication No. EP 81 1610 and U.S. Patent Nos. 
5,679,712, 5,693,672 and 5, 747,541 describe substituted benzoylguanidine sodium 
channel blockers, U.S. Patent No. 5,736,297 describes ring systems useful as a 
30 photosensitive composition. 

U.S. Patent Nos. 5,491,147, 5,608,070, 5,622,977, 5,739,144, 
5,776,958, 5,780,477, 5,786,354, 5,798,373, 5,849,770, 5,859,034, 5,866,593, 
5,891,896, and International Patent Publication WO 95/35283 describe PDE4 . 
inhibitors that are tri-substituted aryl or heteroaryl phenyl derivatives. U.S. Patent No. 
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5,580,888 describes PDE4 inhibitors that are styryl derivatives. U.S. Patent No. 
5.55CU37 describes PDE4 inhibitors that are phenylaminocarbonyl derivatives. U.S. 
Patent No. 5,340,827 describes PDE4 inhibitors that are phenylcarboxamide 
compounds.' U.S. Patent No. 5,780,478 describes PDE4 inhibitors that are tetra- 
5 substituted phenyl derivatives. International Patent Publication WO 96/00215 

describes substituted oxime derivatives useful as PDE4 inhibitors. U.S. Patent No. 
5,633,257 describes PDB4 inhibitors that are cyclo(alkyl and alkenyl)phenyl-alkenyl 
(aryl and heteroaryl) compounds. 

However, there remains a need for novel compounds and compositions 
10 that therapeutically inhibit PDE4 with minimal side effects. 

SUMMARY OF THE INVENTION 

The present invention is directed to biaryl substituted 1,8-naphthyridin- 

4(lfl)-bnes represented by Formula (T): 

- U Q 



15 




0) 

or pharmaceutical^ acceptable salts thereof, which are phosphodiesterase-4 
inhibitors. 

This invention also provides a pharmaceutical composition which 
20 . includes an effective amount of the novel biaryl substituted l,8-naphthyridin-4(lfl)- 
ones and a pharmaceutically acceptable carrier. This invention further provides a 
method of treatment in mammals of, for example, asthma, chronic bronchitis, chronic 
obstructive pulmonary disease (COPD), eosinophilic granuloma, psoriasis and other 
benign or malignant proliferative skin diseases, endotoxic shock (and associated 
25 conditions such as laminitis and colic in horses), septic shock, ulcerative colitis, 
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Crohn' 8 disease, reperfusion injury of the myocardium and brain, inflammatory 
arthritis, osteoporosis, chronic glomerulonephritis, atopic dermatitis, urticaria, adult 
respiratory distress syndrome, infant respiratory distress syndrome, chronic 
obstructive pulmonary disease in animals, diabetes insipidus, allergic rhinitis, allergic 
5 conjunctivitis, vernal conjunctivitis, arterial restenosis, atherosclerosis, neurogenic 
inflammation, pain, cough, rheumatoid arthritis, ankylosing spondylitis, transplant 
rejection and graft versus host disease, hypersecretion of gastric acid, bacterial, 
fungal or viral induced sepsis or septic shock, inflammation and cytokine-mediated 
chronic tissue degeneration, osteoarthritis, cancer, cachexia, muscle wasting, 

10 depression, memory impairment, monopolar depression, acute and chronic 

neurodegenerative disorders with inflammatory components, Parkinson disease, 
Alzheimer's disease, spinal cord trauma, head injury, multiple sclerosis, tumour 
growth and cancerous invasion of normal tissues by the administration of an effective 
amount of the novel substituted l,8-naphthyridin-4(lH)-ones or a precursor 

15 compound which forms in vivo the novel biaryl substituted l,8-naphthyridin-4(lfl> 
ones which are phosphodiesterase^ inhibitors. 

DETAILED DESCRIPTION OF THE INVENTION 

A compound of this invention is represented by Formula (I): 

O O 



R 



1 




20 

<D 

or a pharmaceutical^ acceptable salt thereof, wherein 

At is phenyl, pyridyl, pyrimidyl, indolyl, quinolinyl, thienyl, pyridonyl, 
oxazolyl, oxadiazolyl, thiadiazolyl, or imidazolyl, or oxides thereof when Ar is a 
25 heteroaryl; 



WO 02/094823 



PCT/CA02/00746 



RisHor-Cl-fliifcy 1 '' 

Rl is H, or a -Cl-6alkyl, ^cycloattyl, ^l-6alkoxy, 
^attenyl. heteroaryl, or heterocycle |^f> ^ 

^optionaUysu^ 

hetMOcyole, amino, -C(0)-CWaKyi, -<-v^r-" io cn-NffiCojaBcyl), or 
^SSLci-oalM). v^in <ho phenyl, heterottyl or hefcrccyol. « 
"S^Sm, any a*y> is CoonaUy sub.d W ,cd with 1* mdoponaen. 
halogen or -OH substituents; 
15 R^aOft^haloganorCW^wheretothedkyHs 

r4 r5 r6 a ndR''eacliindepradffliUyisH,halogBn,-Cl-«alKyl, 
-C^aUco*,, or an**, ano any 1M is opnonaHy M " «*— 
20 halogen or -OH substituents. 

* one aspect, a compound of this invention is represented by Formula 
(I) or a pharmaceutically acceptable salt thereof, wherein 
Ar is phenyl; 

05 RisHor-Oi-6alkyl; n „ ^ 

5 Rl isH,or a-0^allcyl,-C3-6cycloalkyl,^l-6^oxy ^ 

6 alkenyl -^3-6^1, heteroaryl, or hetexocycle group, wherem anyof ^gn>ups» 
:pr:;sulluted W ithl-3inde^ 

<C 0 ^all^)-SO n -(C W alkyl),n.tio.CN,rfil-a<:i-6alk)*. ° " > 6 
30 »^»»^XH.h rt o SW .^ 1 ^i,^3-^»alky<^l-«» 

•SSKSS53S35S=SS=S=s 
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-C0-6alkyl(oxy)Ci^6alkyi-phenyi, ^O n NH(C0-6*lkyl), or -(Co_6alkyl)^Oir-(Ci- 
6alkyl), wherein the phenyl, heteroaryl or heterocycle is optionally substituted with 
halogen, -Ci_6alkyl, -Ci-galkoxy, hydroxy, amino, or -C(0)-0-Ci-6»lkyl, and any 
alkyl is optionally substituted with 1-6 independent halogen or -OH substituents; 
5 n is 0,1, or 2; 

R3 is H, OH, amine, halogen or Ci-6alkyl, wherein the alkyl is 

optionally substituted with 1-6 independent halogen, OH, or amine substituents; and 

R 4 , R 5 , R<5, and R 7 each independently is H, halogen, -Ci^alkyl, 
-Ci-galkoxy, or amine, and any alkyl is optionally substituted with 1-6 independent 
10 halogen or -OH substituents. 

In an embodiment of this one aspect, a compound of this invention is 
represented by Formula (I) or a pharmaceutically acceptable salt thereof, wherein 

Ax is phenyl; 
15 RisHor-Ci^alkyl; 

Rl is -Ci-6alkyl, optionally substituted, with 1-3 independent 
-Ci-6alkyl, -Ci-6alkoxy, OH, amino, -CCo-6alkyl)-SO n -(C i-galkyi), nitro, CN, 
=N-0-C l-6alkyl, -0-N=Ci-6alkyl, or halogen substituents; 

R2 is H, halogen, -Ci-fialkyl, -C3-6cycloalkyl, -Ci-6alkyI(C3_ 
20 6cycloaIkyl)(C3«6cycloalkyl), -Cl-6alkoxy, phenyl, heteroaryl, heterocycle, amino, 
-C(0)-Oi-6alkyl, -C(0)-0-C i^alkyl, -Ci^alkyl(=N-OH), -C(N=NOH)Ci.6alkyl, 
^Co-6alkyl(oxy)Ci.6alkyl-phenyl, -SOnNHCCo-ealkyl), or-(Co-6alkyl)-SO n -(Ci. 
£alkyl), wherein the phenyl, heteroaryl or heterocycle is optionally substituted with 
halogen, -Ci-6alkyl, -Q^alkoxy, hydroxy, amino, or -C(0)-0-Ci-6alkyl, and any 

25 alkyl is optionally substituted with 1-6 independent halogen or -OH substituentsr 
n is 0,1, or 2; 

R3 is H, OH, amine, halogen or Ci^jalkyl, wherein the alkyl is 

optionally substituted with 1-6 independent halogen, OH, or amine substituents; and 
R 4 , R^, R6 f and R 7 each independently is H, halogen, -Ci-6alkyl, 
30 -Ci-tfalkoxy, or amine, and any alkyl is optionally substituted with 1-6 independent 
halogen or -OH substituents. 
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to another embodiment of this one aspect, . compound of tHs 
tevend o„ is representee by Formula (I) or a pharmacy sociable sal, thereof. 



wherein 

Ar is phenyl; 
RisHor-Cl-ealky 1 ". 



O-Ci-ealkyl.-O-N^l-ealkyl. or halogen substituents; 

R 2 « H halogen, ^l-oal^^-^ 10 ^^ 1 - 6 ^? 3 . 
„ i civvn -Ci-*alkoxy phenyl, heteroaryl, heterocycle, ammo, 

R3 u R Warnine. halogen or Crafty!, wherein the alkyl is 

20 .c^y. famine, and an, alkyl is o« — " 
halogen or -OH subsntuents. 

k sol! mother embodtaen. of mia one^t,acomp»nd^*is 

25 wherein 

Ar is phenyl; 

Rl is pyridyl. opnondly stoned ^i* 1-3 indent -C,^, 
^^oxy, OH, amino. ^WC,^), ».*>. «. -*©<*. 
■an «alkvl -0-N=Cl-6aIkyl. or halogen subatttuenta; 

30 6 alkyl,-ON WW ^cydoalkyl. «- 
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-Co-6alkyI(oxy)Ci-6aIkyl.phenyl, ^O n NH(C()-6alkyl), or -(Co~6^kyl>-SO n -(Ci. 
6alkyl), wherein the phenyl, heteroaryl or heterocycle is optionally substituted with 
halogen, -Ci-6alkyl f -Ci-6alkoxy, hydroxy, amino, or -C(0)-0-Ci-6aIkyl, and any 
alkyl is optionally substituted with 1-6 independent halogen or -OH substituents; 
5 n is 0,1, or 2; 

R3 is H, OH, amine, halogen or Ci-galkyl, wherein the alkyl is 

optionally substituted with 1-6 independent halogen, OH, or amine substituents; and 
R 4 , r6, and R? each independently is H, halogen, -Ci-galkyl, . 
-Cj^alkoxy, or amine, and any alkyl is optionally substituted with 1-6 independent 
10 halogen or -OH substituents. 

In a second aspect, a compound of this invention is represented by 
Formula CO or a pharmaceutically acceptable salt thereof, wherein 

Ar is pyridyl, pyrimidyl, or oxides thereof; 
15 R is H or -Ci-6alkyl; 

Rl is H, or a-Ci^alkyl, -C3-6cycloaIkyI, -Ci^ealkoxy, -C2- 
£alkenyl, -C3-6alkynyl, heteroaryl, or heterocycle group, wherein any of the groups is 
optionally substituted with 1-3 independent -Ci-6alkyl, ^Cj^alkoxy, OH, amino, - 
(Co-6alkyl)-SO n -(Cl-6alkyl), nitro, CN, =N-0-Ci-6alkyl, -0-N=Ci-6alkyl, or 
20 halogen substituents; 

R2 is H, halogen, -Ci^alkyl, -C3-6cycIoalkyl, -Ci^alkyl(C3- 
6cycloalkyl)(C3.6cycloalkyi), -Ci,6alkoxy, phenyl, heteroaryl, heterocycle, amino, 
-C(OVCi-6alkyl, -C(0)^0-Ci^alkyl, -^i-6alkyI(=N-OH), -C(N=NOH)Ci-6alkyl, 
-Co-6alkyl(oxy)Ci-6alkyl-phenyl f ^SOnNH(Co-6alkyl), or <Co.6alkyl>-SO n -(Ci- 
25 6alkyl), wherein the phenyl, heteroaryl or heterocycle is optionally substituted with 
halogen, -Ci-galkyl, -Ci_6alkoxy, hydroxy, amino, or -C(0)-0-Ci^6alkyl, and any 
alkyl is optionally substituted with 1-6 independent halogen or -OH substituents; 

n is 0,1, or 2; 

R3 is H, OH, amine, halogen or Ci-fialkyl, wherein the alkyl is 

30 optionally substituted with 1-6 independent halogen, OH, or amine substituents; and 
R4, R5,R<S, andR7 each independently is H, halogen, -Cl-6alkyl, 
-C;U6alkoxy, or amine, and any alkyl is optionally substituted with 1-6 independent 
halogen or -OH substituents. 
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In an embodiment of the second aspect, a compound of this invention 
is represented by Formula (I) or a pharmaceutical* acceptable salt thereof, wherein 
At is pyridyl, pyrimidyl, or oxides thereof; 
RisH; 
Rl is H; 

R2 is H, halogen, -Ci-6alkyl, -C3^cycloalkyl. -Ci-6alkyl(C 3 - 
6cycloalkyl)(C3-6cycloalkyl), ^l- 6 alkoxy. phenyl.heteroaryl, heterocycle , arruno^ 

-Co.6alkyl(oxy)Ci. 6 alkyl-phenyl, ^O n NH(Co-6alkyl), or -(C 0 -6alkyl)^On-(Cl- 
galkyl), wherein the phenyl, heteroaryl or heterocycle is optionally substituted wrth 
halogen. -Ci-o^l, -Cl-6alkoxy, hydroxy, amino, or -CCOMM^alkyl, and any 
alkyl is optionally substituted with 1-6 independent halogen or -OH substituents; 
nisO, l,or2; 

R3 is H, OH, amine, halogen or Ci-6alkyl, wherein the alkyl is 
optionally substituted with 1-6 independent halogen, OH, or amine substituents; and 

R4 r5 r6, and R? each independently is H, halogen, -Ci-6alkyl, 
-Cl^alkoxy, or amine, and any alkyl is optionally substituted with 1-6 independent 
halogen or -OH substituents. 

In another embodiment of the second aspect, a compound of this 
invention is represented by Formula (1) or a pharmaceuticaUy acceptable salt thereof, 
wherein 

Ar is pyridyl, pyrimidyl, or oxides thereof; 
25 RisHor-Ci-oalky 1 ; 

R l is ^Cj^alkyl. optionally substituted with 1-3 independent 
-Ci-ealkyl, -Cl-6alkoxy, OH, amino, -(Co^alkyl)^On-(Cl-6alkyl), nitro. CN, =N- 

0-Ci-6alkyl, -0-N=Cl-6alkyl, or halogen substituents; 

R2 is H halogen, -Cl-6alkyl, -C3-6cycloalkyl, -Ci^alkyl(C3- 

30 ecycloalkylXCs-ecycloalkyl), -Cl^alkoxy, phenyl, heteroaryl, heterocycle, amino, 

^alkyl(oxy)Cl^alky^^ or-CCo^alkyl^OnKCl- 
ealkyl). wherein the phenyl, heteroaryl or heterocycle is optionally substituted with 



20 
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halogen, -Ci-6alkyl, -Cl-6alkoxy, hydroxy, amino, or -C(0)-0-Ci-6alkyI, and any 
alkyl is optionally substituted with 1-6 independent halogen or -OH substituents; 
n is 0, 1, or 2; 

R3 is H, OH, amine, halogen or Cl-6*lkyl» wherein the alkyl is 

5 optionally substituted with 1-6 independent halogen, OH, or amine substituents; and 
R 4 , R 5 , R 6 , and R? each independently is H, halogen, -Ci-galkyl, 
-Ci-6alkoxy f or amine, and any alkyl is optionally substituted with 1-6 independent 
halogen or -OH substituents. 

10 In still another embodiment of the second aspect, a compound of this 

invention is represented by Formula (I) or a pharmaceutical^ acceptable salt thereof, 
wherein 

Ar is pyridyl, pyrimidyl, or oxides thereof; 
RisHor-Ci~6alkyU 

IS Rl is -03-6cycloalkyl, optionally substituted with 1-3 independent 

-Ci-6alkyl, -Ci-fialkoxy, OH, amino, -(Co-6alkyl)-nSOn-(C i-6alkyl), nitro, CN, ~N- 
0-Ci~6alkyU -0-N=Ci-6alkyl, or halogen substituents; 

R2 is H, halogen, ~Cl-6*IkyI> -C3-6cycloalkyl, -Ci-6alkyl(C3- 
6cycloalkyl)(C3^6cycloalkyl), -Ci-.(jalkoxy, phenyl, heteroaryl, heterocycle, amino, 

20 -C(0)-Ci_6alkyl, -C(0>^0-Ci-6alkyl, -Ci,6alkyl(=N-OH), -C(N==NOH)Ci-6alkyl ? 
^Co-6allcyl(oxy)Ci.6alkyUphenyl, -SO n NH(Co-6alkyl), or -(Co-6alkyl)-SOn-{Ci- 
galkyl), wherein the phenyl, heteroaryl or heterocycle is optionally substituted with 
halogen, -Ci^alkylf -Ci-6alkoxy, hydroxy, amino, or -C(0)-0-CmsalkyJ, and any 
alkyl is optionally substituted with 1-6 independent halogen or -OH substituents; 

25 n is 0,1, or 2; 

R3 is H, OH, amine, halogen or Ci-galkyl, wherein the alkyl is 

optionally substituted with 1-6 independent halogen, OH, or amine substituents; and 

R*, R5, r6, and R? each independently is H, halogen, -Ci-6alkyl, 
-Ci^alkoxy, or amine, and any alkyl is optionally substituted with 1-6 independent 
30 halogen or -OH substituents. 
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WhMe,n Attapyridyl,pyiimi4yi.« 0 « <lM,herc0 ' ; 
_<;, ^oxy, OH, amtao, ^k^MCl*W). <*• 



15 



20 



25 



30 



' w anvalkyl is optionally substituted with 1-6 independent 
-Ci-6alkbxy,oramme,andanyaiKyiiso P uui j 

halogen or -OH substituents. 

In a third aspect, a compound of this invention is reprinted by ^ 
Formula 0) or a pharrnaceutically acceptable sah ^-herein 
Ar is indolyl, quinolinyl, or oxides thereof, 

* ,1 u^^^^^^^^^^ 

galkenylt-Ca-oai^y 1 * 11 ^ 10 J - *aikoxv OH, amino, 

halogen substituents; 
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R2 is H, halogen, -C]_6alkyl, ^3-6cycloaJkyl 4 ~Cl-6alkyl(C3- 
6cycloaikyl)(C3^>cycloalkyl), -Cj^alkoxy, phenyl, hetenoaryl f heterocycle, amino, 
-C(0>~Ci-6alkyl, -C(OH>-Ci-6alkyl, -Ci.6alkyl(=N-OH), -C(N=NOH)Ci-6alkyl. 
-Co-6alkyl(oxy)Ci.6alkyl-phenyl, -SOhNH(Co-6alkyl), or -(Co-6alkyl>-SOn-(Ci- 
5 6alkyl)> wherein the phenyl, heteroaryl or heterocycle is optionally substituted with 
halogen, -Ci^alkyl, -Cj-6alkoxy, hydroxy, amino, or -C(0)-0-Cj-6alkyl, and any 
alkyl is optionally substituted with 1-6 independent halogen or -OH substituents; 

n is 0, 1, or 2; 

R3 is H, OH, amine, halogen or Ci-6alkyl, wherein the alkyl is 
10 optionally substituted with 1-6 independent halogen, OH, or amine substituents; and 

R^ R6 f and.R 7 each independently is H, halogen, -Ci-galkyl, 
-Ci-6alkoxy, or amine, and any alkyl is optionally substituted with 1-6 independent 
halogen or -OH substituents. 

15 In an embodiment of the third aspect, a compound of this invention is 

represented by Formula (I) or a pharmaceutical^ acceptable salt thereof, wherein 
Ar is indolyl; 
RisHor-Ci_6alkyl; 

Rl is -Ci-6alkyl, optionally substituted with 1-3 independent -Cl, 
20 6»lkyl, -Ci^ealkoxy, OH, amino, -(Co-6alkyl)-SOn-(Ci-6alkyl), nitro, CN, =JST-0- 
Ci-.6alkyl, -0-N=Ci-6alkyl, or halogen substituents; 

R2 is H, halogen, -Ci^alkyl, -C3_6cycIoalkyl f -Ci-6alkyl(C3_ 
6cycloalkyl)(C3-6cycloalkyl), -Ci-galkoxy, phenyl, heteroaryl, heterocycle, amino, 
^C(0)-Ci.6alkyl, -C(0>0-Ci-6alkyl, -Ci-6alkyl(=N-OH), -C(N=:NOH)Ci^alkyl, 
25 -Co-6alkyl(oxy)Ci_6alkyl-phenyl, -SOnNH(Co-6aIkyl), or -(Co-6alkyl)^O n ^ci~ 
. ealkyl), wherein the phenyl, heteroaryl or heterocycle is .optionally substituted with 
halogen, -Ci-6alkyl, -Ci-6alkoxy, hydroxy, amino, or -C(0)-0-Ci-6alkyl, and any. 
alkyl is optionally substituted with 1-6 independent halogen or -OH substituents; 
nis 0, 1, or 2; 

30 R3 is H, OH, amine, halogen or Ci_6alkyl, wherein the alkyl is 

optionally substituted with 1-6 independent halogen, OH, or amine substituents; and 
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R 5 , R 6 , and R 7 each independently is H, halogen, -Ci-6alkyl, 
-Ci_6alkoxy, or amine, and any alkyl is optionally substituted with 1-6 independent 
halogen or -OH substituents. 

5 In another embodiment of the third aspect, a compound of this 

invention is represented by Formula (I) or a pharmaceutically acceptable salt thereof, 
wherein 

Ar is quinolinyl or oxide thereof; 
RisHor-Ci^alkyl; 

10 Rl is -Ci^alkyl, optionally substituted with 1-3 independent -Ci- 

6alkyl. -Ci-6alkoxy, OH, amino, -(Co-6alkyl)-SOn-(Ci-6aIkyl), nitro, CN, =N-Q- 
Ci-6alkyl, -0-N=Cl-6alkyl, or halogen substituents; 

R2 is H, halc>gen, -Ci-6alkyl, ^3-6cycloalkyl, -Ci_6aUcyl(C3- 
6cycloalkyl)(C3-6cycloalkyl), -Ci^alkoxy, phenyl, heteroaryl, heterocycle, amino, 

15 -C(0)-Ci-6alkyl, -C(0)-0-Ci-6alkyl, -Ci-6alkyl(=N-OH), -C(N=NOH)Ci-6alkyl, 

-Co-6aIkyl(oxy)Ci-6alkyl-phenyl, -SOnNH(Co-6alkyl), or -(Co_6alkyl)--SOn-(Ci- 

6alkyl), wherein the phenyl, heteroaryl or heterocycle is optionally substituted with 

halogen, -Ci-6alkyl, -<:i-6alkoxy, hydroxy, amino, or -C(0)-0-Ci-6alkyI, and any 

alkyl is optionally substituted with 1-6 independent halogen or -OH substituents; 

20 n is 0, 1, or 2; 

R3 is H, OH, amine, halogen or Ci-6alkyl, wherein the alkyl is 

optionally substituted with 1-6 independent halogen, OH, or amine substituents; and 
R 4 , R 5 , R 6 , and R 7 each independently is H, halogen, -Ci_6alkyl, 

-Ci-6alkoxy, or amine, and any alkyl is optionally substituted with 1-6 independent 

25 halogen or -OH substituents. 

In a fourth aspect, a compound of this invention is represented by 

Formula (I) or a pharmaceutically acceptable salt thereof, wherein 

30 Ax is thienyl; 

R is H or -Ci_6alkyl; 

Rl is H, or a -Cl-6alkyl, -C3-6cycloalkyl, -Cl-6alkoxy, -C2- 
6alkenyl, -C3-6alkynyl, heteroaryl, or heterocycle group, wherein any of the groups is 
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optionally substituted with 1-3 independent -Ci-^alkyl, -Cl-6alk° x yi °H, amino, 
-(C0-6alkyl)-SOn-(Ci.6alkyl), nitro, CN, ==N-0-Ci_6alkyl, -0-N=Ci-6alkyl, or 
halogen substituents; 

R2 is H, halogen, -Ci^alkyl, -C3-6cycloalkyl, -Ci-6alkyl(C3- 
5 6cycIoalkyi)(C3-6cycIoalkyl), -C i-galkoxy, phenyl, heteroaryl, heterocycle, amino, 
-C(0)-Ci-6alkyl, -C(0)-0-Ci.6alkyl, ^i-6alkyl(=N-OH>; -C(N=NOH)Ci_6alkyl, 
-Co^alkylCoxy^i^alkyl-phenyl, ^O n NH(Co-6alkyl), or -(Co-6alkyl)-^SOn-(Ci- 
6alkyl), wherein the phenyl, heteroaryl or heterocycle is optionally substituted with 
halogen, -Cl-6alkyl> -Cl-6alkoxy, hydroxy, amino, or -C(0)-0-Ci-6alkyl, and any 
10 alkyl is optionally substituted with 1-6 independent halogen or -OH substituents; 

n is 0,1, or 2; 

R3 is H, OH, amine, halogen amine, halogen or Cj-flalkyl, wherein the 
alkyl is optionally substituted with 1-6 independent halogen, OH, or amine 
substituents; and 

15 R4 r5r6 and R 7 each independently is H, halogen, -C l -6alkyl, 

-Ci~6alkoxy, or amine, and any alkyl is optionally substituted with 1-6 independent 
halogen or -OH substituents. 

In an embodiment of the fourth aspect, a compound of this invention is 
20 represented by Formula (I) or a pharmaceutically acceptable salt thereof, wherein 
Aris thienyl; 
R is H or -Ci-galkyl; 

Rl is -C3-6cycloalkyl, optionally substituted with 1-3 independent 
-Ci-6alkyl f ^Ci^alkoxy, OH, amino, -(Co-6alkyl)-SOir-(Ci,6alkyl), nitro, CN, =N- 
25 0-Ci-6alkyl, -0-N=Ci_6alkyI, or halogen substituents; 

R2 is H, halogen, -Ci-galkyl, -C3-6cycloalkyl t -Ci-6alkyl(C3- 
6cycloalkyl)(C3.6cycloalkyl), -Ci^alkoxy, phenyl, heteroaryl, heterocycle, amino, 
-C(0)-Ci-.6alkyl, -<XO)^0-Ci_6alkyl, -Cl«6alkyl(=N-OH), -C(N=NOH)Ci-6alkyl, 
-Co-6alkyi(oxyX^l-6alkyl-phenyl, -^O n NH(C()-6alkyl), or -(Co-6alkyl)-SOn-(Ci_ 
30 ealkyl)^ wherein the phenyl, heteroaryl or heterocycle is optionally substituted with 
halogen, -Ci-6alkyl, -Ci-6alkoxy, hydroxy, amino, or -C(0)-0-Ci~6alkyl, and any 
alkyl is optionally substituted with 1-6 independent halogen or -OH substituents; 

nis 0, 1, or 2; 
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R3 is H, OH, amine, halogen or Ci-6*lkyli wherein the alkyl is 
optionally substituted with 1-6 independent halogen, OH, or amine substituents; and 

R 4 , R 5 , R 6 , and R 7 each independently is H, halogen, -Ci-6alkyl, 
-Ci-6aUcoxy, or amine, and any alkyl is optionally substituted with 1-6 independent 
5 halogen or -OH substituents. 



In a fifth aspect, a compound of this invention is represented by 
Formula (I) or a pharmaceutical^ acceptable salt thereof, wherein 
10 Ar is pyridonyl; 

RisHor-Ci^alkyU 

Rl is H, or a -Ci-galkyl, -C3_6cycloalkyl, ~Ci-6alkoxy, 
6alkenyl, -C3-6alkynyl t heteroaryl, or heterocycle group, wherein any of the groups is 
optionally substituted with 1-3 independent -Cl-6alkyl, ^i-6*lkoxy, OH, amino, 
15 -(Co^6alkyl)^SOn-(Ci^alkyl), nitro, CN, =N-0-Ci^alkyl, -0-N=Ci^alkyl, or 

halogen substituents; 

R2 is H, halogen, -Ci-6alkyl, -C3-6cyclpalkyl, -Ci-6alkyKC3- 
6cycloalkyl)(C3-6cycloalkyl), -Ci_6alkoxy, phenyl, heteroaryl, heterocycle, amino, 
-C(0)-Ci-6alkyl, -C(0)-0-Ci-6alkyl, -Ci-6alkyl(^N-OH), -C(N=NOH)Ci-6alkyl, 
20 -Co-6alkyl(oxy)Ci-6alkyl-phenyl, -SO n NH<Co-6alkyl), or -(Co-6alM)-SOn-(Ci- 
. 6^kyl), wherein the phenyl, heteroaryl or heterocycle is optionally substituted with 
halogen, -Ci_6alkyl> -Cl-6alkoxy, hydroxy, amino, or -C(0)-0-Ci-6alkyU and any 
alkyl is optionally substituted with 1-6 independent halogen or -OH substituents; 
n is 0,1, or 2; 

25 R^isH, OH, amine, halogen or Ci-^alkyl, wherein the alkyl is 

optionally substituted with 1-6 independent halogen, OH, or amine substituents; and 

R 4 , R 5 , R 6 , and R 7 each independently is H, halogen, -Ci^alkyl, 
-Ci.6alkoxy, or amine, and any alkyl is optionally substituted with 1-6 independent 
halogen or -OH substituents. 



30 



In an embodiment of the fifth aspect, a compound of this invention is 
represented by Formula (I) or a pharmaceutically acceptable salt thereof, wherein 
Ar is pyridonyl; 
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RisHor-Ci_6alkyl; 

Rl is -C3-6cycloalkyl, optionally substituted with 1-3 independent 
-Ci-fialkyl, -Ci-6alkoxy, OH, amino, -(Co-6alkyl)^SOn-(Cl-6alkyl), nitro, CN, =N- 
O-Cjuealkyl, -0-N=Ci-6alkyl, or halogen substituents; 
5 R2 is H f halogen, -Ci-6alkyl, -C3-6cycloalkyl, -C i-6alkyl(C3- 

6cycloalkyl)(C3-6cycloalkyl), -Ci^alkoxy, phenyl, heteroaryl, heterocycle, amino, 
-C(0)-Ci^6alkyl, ^<0>-0-Ci-6alkyl, -Ci-6alkyl(=N-OH), -C(N=NOH)Ci-6alkyl, 
-Co-6alkyl(oxy)Ci.6alkyl-phenyl, -SpnNH(Co-6alkyl), or ^C0-6alkyl)^On-<Cl- 
6alkyl), wherein the phenyl, heteroaryl or heterocycle is optionally substituted with 
10 halogen, -Ci-6alkyl, -Ci^alkoxy, hydroxy, amino, or -C(0>0-Cl-6alkyl, and any 
alkyl is optionally substituted with 1-6 independent halogen or -OH substituents; 

nisO, 1, or 2; 

R3 is H, OH, amine, halogen or Ci-6alkyl, wherein the alkyl is 

optionally substituted with 1-6 independent halogen, OH, or amine substituents; and 
15 R 4 , R 5 , R 6 , and R 7 each independently is H, halogen, -Ci^alkyl, 

-Ci-6alkoxy, or amine, and any alkyl is optionally substituted with 1-6 independent 
halogen or -OH substituents. 



20 As used herein, "alkyl" as well as other groups having the prefix "alk" 

such as, for example, alkoxy, alkanoyl, alkenyl, alkynyl and the like, means carbon 
chains which may be linear or branched or combinations thereof. Examples of alkyl 
groups include methyl, ethyl, propyl, isopropyl, butyl, sec - and tejt-butyl, pentyl, 
hexyl, heptyl and the like. "Alkenyl", "alkynyl 11 and other like terms include carbon 

25 chains containing at least one unsaturated C-C bond. 

The term "cycloalkyl" means carbocycles containing no heteroatoms, 
and includes mono-, bi- and tricyclic saturated carbocycles, as well as fused ring 
systems. Such fused ring systems can include one ring that is partially or fully 
unsaturated such as a benzene ring to form fused ring systems such as benzofused 

30 carbocycles. Cycloalkyl includes such fused ring systems as spirofused ring systems. 
Examples of cycloalkyl include cyclopropyl, cyclobutyl, cyclopentyl, cyclohexyl, 
decahydronaphthalene, adamantane, indanyl, indenyl, fluorenyl, 1,2,3,4- 
tetrahydronaphalene and the like. Similarly, "cycloalkenyl" means carbocycles 
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isoxazolyl, thiazolyl, isothiazolyl, inudazoryi, oen*u 

tetrazolylethyl, pyridinylmethyl, pyndmylethyl, pynoazi y 



30 
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pyrimidinylmethyl, pyrazinylmethyl, quinolinylmethyl, isoquinolinylmethyl and 
quinoxalinylmethyl . 

Examples of heterocycloCa^alkyl include, for example, azetidinyl, 
pyrrolidinyl, piperidinyl, piperazinyl, morpholinyl, tetrahydrofuranyl, imidazolinyl, 
5 pyrolidin-2-one, piperidin-2-one, and thiomorpholinyL 

Examples of aryl(Ci^)alkyl include, for example, phenyl(Ci.<s)alkyl, 
and naphthyl(Ci.6)alkyl. 

Examples of heterocycloC3-7alkylcarbonyl(Ci-6)alkyl include, for 
example, azetidinyl carbonyKCi^alkyl, pytrolidinyl carbonyl(Ci^)alkyl, piperidinyl 
10 carbonyl(Ci-6)alkyl, piperazinyl carbonyl(Ci. 6 )aIkyl, morpholinyl carbonyl(Ci.6)alkyU 
and thiomorpholinyl carbonyl(Ci«6)alkyl. 

The term "amine" unless specifically stated otherwise includes 
primary, secondary and tertiary amines. 

Unless otherwise stated, the term "carbamoyl" is used to include 
15 -NHC(O)0Ci-C4alkyl, and --OC(0)NHCi-C4alkyL 

The term "halogen" includes fluorine, chlorine, bromine and iodine 

atoms. 

The term "optionally substituted" is intended to include both 
substituted and unsubstituted. Thus, for example, optionally substituted aryl could 

20 represent a pentafluorophenyl or a phenyl ring. Further, the substitution can be made 
at any of the groups. For example, substituted aiyl(Ci. 6 )alkyl includes substitution on 
the aryl group as well as substitution on the alkyl group. 

The term "oxide" of heteroaryl groups is used in the ordinary well- 
known chemical sense and include, for example, JV-oxides of nitrogen heteroatoms. 

25 Compounds described herein contain one or more double bonds atfd 

may thus give rise to cis/trans isomers as well as other conformational isomers. The 
present invention includes all such possible isomers as well as mixtures of such 
isomers. 

Compounds described herein can contain one or more asymmetric 
30 centers and may thus give rise to diastereomers and optical isomers. The present 
invention includes all such possible diastereomers as well as their racemic mixtures, 
their substantially pure resolved enantiomers, all possible geometric isomers, and 
pharmaceutical^ acceptable salts thereof. The above Formula I is shown without a 
definitive stereochemistry at certain positions. The present invention includes all 
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fFormulalandphannaceuticallyacceptablesaltstbeteof. Further, 

from phaimaceuocauy accep tactafe aluminum, 

► « a QaitR derived from such inorganic oases inciuu* 
orgarnc bases. Salts derived ■ magnesium, 
ammonium, calcium, copper (.candous), feme. fe ™"V P>Iticutor i y 
manganese (ic and cus), pouaaium, sodium, ~ "^^I*- J. Sal* 
pmtaed are the ammonium, calcium, J""^*"""^, ^ 8 aUs of 

tromethamine and the like. . . . itR v 

tt When the compound of the present invenUon is basic, its 

non-toxic acids, including morgan* and organic ac^Suc 
example, acetic, beiuenesulfonic, benzoic. ^ ^ maleic , 

fumaiic, gluconic, g lutannc,hydrob^ 

malic, mandelic, methanesulfonic, mucic, ^c pamoic pantol t J 
succinic, sulfuric, ta^^^ 

are benzenesulfonic, citric, hydrobromic, hydrochlonc, maleic, phosp* 



20 



25 



30 



and tartaric acids. 
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The pharmaceutical compositions of the present invention comprise a 
compound represented by Formula I (or pharmaceutical^ acceptable salts thereof) as 
an active ingredient, a pharmaceutical^ acceptable carrier and optionally other 
therapeutic ingredients or adjuvants. Such additional therapeutic ingredients include, 
5 for example, i) Leukotriene receptor antagonists, ii) Leukotriene biosynthesis 
inhibitors, iii) corticosteroids, iv) HI receptor antagonists, v) beta 2 adrenoceptor 
agonists, vi) COX-2 selective inhibitors, vii) statins, viii) non-steroidal anti- 
inflammatory drugs ("NSAID"), and ix) M2/M3 antagonists. The compositions 
include compositions suitable for oral, rectal, topical, and parenteral (including 

10 subcutaneous, intramuscular, and intravenous) administration, although the most 
suitable route in any given case will depend on the particular host, and nature and 
severity of the conditions for which the active ingredient is being administered The 
pharmaceutical compositions may be conveniently presented in unit dosage form and 
prepared by any of the methods well known in the art of pharmacy. 

15 Creams, ointments, jellies, solutions, or suspensions containing the 

compound of Formula I can be employed for topical use. Mouth washes and gargles 
are included within the scope of topical use for the purposes of this invention* 

Dosage levels from about O.OOlmg/kg to about 140mg/kg of body 
weight per day are useful in the treatment of conditions such as asthma, chronic 

20 bronchitis, chronic obstructive pulmonary disease (COPD), eosinophilic granuloma, 
psoriasis and other benign or malignant proliferative skin diseases, endotoxic shock 
(and associated conditions such as laminitis and colic in horses), septic shock, 
ulcerative colitis, Crohn's disease, reperfusion injury of the myocardium and brain, 
inflammatory arthritis, osteoporosis, chronic glomerulonephritis, atopic dermatitis, 

25 . urticaria, adult respiratory distress syndrome, infant respiratory distress syndrome? 

chronic obstructive pulmonary disease in animals, diabetes insipidus, allergic rhinitis, 
allergic conjunctivitis, vernal conjunctivitis, arterial restenosis, atherosclerosis, 
neurogenic inflammation, pain, cough, rheumatoid arthritis, ankylosing spondylitis, 
transplant rejection and graft versus host disease, hypersecretion of gastric acid, - 

30 bacterial, fungal or viral induced sepsis or septic shock, inflammation and cytokine- 
mediated chronic tissue degeneration, osteoarthritis, cancer, cachexia, muscle wasting, 
depression, memory impairment, monopolar depression, acute and chronic 
neurodegenerative disorders with inflammatory components, Parkinson disease, 
Alzheimer's disease, spinal cord trauma, head injury, multiple sclerosis, tumour 
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the methods of pharmacy. In general, such methods include a step of bringing into 
association the active ingredient with the carrier that constitutes one or more 
necessary ingredients. In general, the compositions are prepared by uniformly and 
intimately admixing the active ingredient with liquid carriers or finely divided solid 
5 carriers or both. The product can then be conveniently shaped into the desired 
presentation. 

Thus, the pharmaceutical compositions of this invention may include a 
pharmaceutical! y acceptable carrier and a compound or a pharmaceutical^ acceptable 
salt of Formula I. The compounds of Formula I, or pharmaceutical^ acceptable salts 

10 thereof, can also be included in pharmaceutical compositions in combination with one 
or more other therapeutically active compounds. 

The pharmaceutical carrier employed can be, for example, a solid, 
liquid, or gas. Examples of solid carriers include lactose, terra alba, sucrose, talc, 
gelatin, agar, pectin, acacia, magnesium stearate, and stearic acid. Examples of liquid 

15 carriers are sugar syrup, peanut oil, olive oil, and water. Examples of gaseous carriers 
include carbon dioxide and nitrogen. 

In preparing the compositions for oral dosage form, any convenient 
pharmaceutical media may be employed. For example, water, glycols, oils, alcohols, 
flavoring agents, preservatives, coloring agents and the like may be used to form oral 

20 liquid preparations such as suspensions, elixirs and solutions; while carriers such as 
starches, sugars, microcrystalline cellulose, diluents, granulating agents, lubricants, 
binders, disintegrating agents, and the like may be used to form oral solid preparations 
such as powders, capsules and tablets. Because of their ease of administration, tablets 
and capsules are the preferred oral dosage units whereby solid pharmaceutical carriers 

25 are employed. Optionally, tablets may be coated by standard aqueous or nonaqueous 
techniques 

A tablet containing the composition of this invention may be prepared 
by compression or molding, optionally with one or more accessory ingredients or 
adjuvants. Compressed tablets may be prepared by compressing, in a suitable 
30 machine, the active ingredient in a free-flowing form such as powder or granules, 
optionally mixed with a binder, lubricant, inert diluent, surface active or dispersing 
agent. Molded tablets may be made by molding in a suitable machine, a mixture of 
the powdered compound moistened with an inert liquid diluent. Each tablet 
preferably contains from about O.lmg to about 500mg of the active ingredient and 
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each cachet or capsule preferably containing from about O.lmg to about 500mg of the 

active ingredient. 

Pharmaceutical compositions of the present invention suitable for 
parenteral administration may be prepared as solutions or suspensions of the active 
5 compounds in water. A suitable surfactant can be included such as, for example, 
hydroxypropylcellulose. Dispersions can also be prepared in glycerol, liquid 
polyethylene glycols, and mixtures thereof in oils. Further, a preservative can be 
included to prevent the detrimental growth of microorganisms. 

Pharmaceutical compositions of the present invention suitable for 
10 injectable use include sterile aqueous solutions or dispersions. Furthermore, the 
compositions can be in the form of sterile powders for the extemporaneous 
preparation of such sterile injectable solutions or dispersions. In all cases, the final 
injectable form must be sterile and must be effectively fluid for easy syringability. 
The pharmaceutical compositions must be stable under the conditions of manufacture 
15 and storage; thus, preferably should be preserved against the contaminating action of 
microorganisms such as bacteria and fungi. The carrier can be a solvent or dispersion 
medium containing, for example, water, ethanol, polyol (e.g. glycerol, propylene 
glycol and liquid polyethylene glycol), vegetable oils, and suitable mixtures thereof. 

Pharmaceutical compositions of the present invention can be in a form 
20 suitable for topical use such as, for example, an aerosol, cream, ointment, lotion, 
dusting powder, or the like. Further, the compositions can be in a form suitable for 
use in transdermal devices. These formulations may be prepared, utilizing a 
compound represented by Formula I of this invention, or pharmaceutically acceptable 
salts thereof, via conventional processing methods. As an example, a cream or 
25 ointment is prepared by mixing hydrophitic material and water, together with aboTit 5 
wt% to about 10 wt% of the compound, to produce a cream or ointment having a 

desired consistency. 

Pharmaceutical compositions of this invention can be in a form 
suitable for rectal administration wherein the carrier is a solid. It is preferable that the 
30 mixture forms unit dose suppositories. Suitable carriers include cocoa butter and 
other materials commonly used in the art The suppositories may be conveniently 
formed by first admixing the composition with the softened or melted carrier(s) 
followed by chilling and shaping in moulds. 



-23- 



WO 02/094823 



PCT/CA02/00746 



In addition to the aforementioned carrier ingredients, the 
pharmaceutical formulations described above may include, as appropriate, one or 
more additional carrier ingredients such as diluents, buffers, flavoring agents, binders, 
surface-active agents, thickeners, lubricants, preservatives (including anti-oxidants) 
5 and the like. Furthermore, other adjuvants can be included to render the formulation 
isotonic with the blood of the intended recipient Compositions containing a 
compound described by Formula I, or pharmaceutical^ acceptable salts thereof, may 
also be prepared in powder or liquid concentrate form. 

The compounds and pharmaceutical compositions of this invention 

10 have been found to exhibit biological activity as PDE4 inhibitors. Accordingly, 

another aspect of the invention is the treatment in mammals of, for example, asthma, 
chronic bronchitis, chronic obstructive pulmonary disease (COFD), eosinophilic 
granuloma, psoriasis and other benign or malignant proliferative skin diseases, 
. endotoxic shock (and associated conditions such as laminitis and colic in horses), 

15 septic shock, ulcerative colitis, Crohn's disease, reperfusion injury of the myocardium 
and brain, inflammatory arthritis, osteoporosis, chronic glomerulonephritis, atopic 
dermatitis, urticaria, adult respiratory distress syndrome, infant respiratory distress 
syndrome, chronic obstructive pulmonary disease in animals, diabetes insipidus, 
allergic rhinitis, allergic conjunctivitis, vernal conjunctivitis, arterial restenosis, 

20 atherosclerosis, neurogenic inflammation, pain, cough, rheumatoid arthritis, 
ankylosing spondylitis, transplant rejection and graft versus host disease, 
hypersecretion of gastric acid, bacterial, fungal or viral induced sepsis or septic shock, 
inflammation and cytokine-mediated chronic tissue degeneration, osteoarthritis, 
cancer, cachexia, muscle wasting, depression, memory impairment, monopolar 

25 depression, acute and chronic neurodegenerative disorders with inflammatory v 
components, Parkinson disease, Alzheimer's disease, spinal cord trauma, head injury, 
multiple sclerosis, tumour growth and cancerous invasion of normal tissues - 
maladies that are amenable to amelioration through inhibition of the PDE4 isoenzyme 
and the resulting elevated cCAMP levels - by the administration of an effective 

30 amount of the compounds of this invention. The term "mammals" includes humans, 
as well as other animals such as, for example, dogs, cats, horses, pigs, and cattle. 
Accordingly, it is understood that the treatment of mammals other than humans is the 
treatment of clinical correlating afflictions to those above recited examples that are 
human afflictions. 
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Further, as described above, the compound of this invention can be 
utilized in combination with other therapeutic compounds. In particular, the 
combinations of the PDE4 inhibiting compound of this invention can be 
advantageously used in combination with i) Uukotriene receptor antagonists, u) 
Leukotriene biosynthesis inhibitors, iii) COX-2 selective inhibitors, iv) statins, v) 
NSAIDs, vi) M2/M3 antagonists, vii) corticosteroids, viii) HI (histamine) receptor 

antagonists and ix) beta 2 adrenoceptor agonist. 

The abbreviations used herein have the following tabulated meanings, 

Abbreviations not tabulated below have their meanings as commonly used unless 

specifically stated otherwise. 
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PDE 


phosphodiesterase 


Ph 


phenyl 


Phe = 


benzenediyl 


PMB 


para-methoxybenzyl 


Pye = 


pyridinediyl 


r.t. = 


room temperature 


Rac. = 


racemic 


SAM 


aminosulf onyl or sulfonamide or SO2NH2 


SEM 


2-(trimethylsilyl)ethoxymethoxy 


SPA 


scintillation proximity assay 


TBAF = 


tetra-n-butylammonium fluoride 


Th 


2- or 3-thienyl 


TFA 


trifluoroacetic acid 


TFAA = 


trifluoroacetic acid anhydride 


THF = 


tetrahydrofuran 


Thi 


thiophenediyl 


TLC 


thin layer chromatography 


TMS-CN = 


trimethylsilyl cyanide 


TMSI 


trimethylsilyl iodide 


Tz 


1H (or 2H)-tetrazo!-5-yl 


CAN 


eerie ammonium nitrate 


C3H5 = 


allyl 



ALKYL GROUP ABBREVIATIONS 



Me - 


Methyl 


Et 


ethyl 


n-Pr = 


normal propyl 


i-Pr 


isopropyl 


/i-Bu - 


normal butyl 


i-Bu 


isobutyl 


s-Bu = 


secondary butyl 
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t-Bu = 


tertiary butyl 


c-Pr 


cyclopropyl 


c-Bu - 


Cyclobutyl 


c-Pen = 


cyclopentyl 


c-Hex = 


cyclohexyl 



ASSAYS DEMONSTRATING BIOLOGICAL ACTIVITY 

5 

LPS AND FMLP-BSDUCED TNF-a AND LTB4 ASSAYS IN HUMAN 

WHOLE BLOOD 

Whole blood provides a protein and cell-rich milieu appropriate for the 
study of biochemical efficacy of anti-inflammatory compounds such as FDE4- 
10 selective inhibitors. Normal non-stimulated human blood does not contain detectable 
levels of TNF-a and LTB4. Upon stimulation with LPS, activated monocytes express 

and secrete TNF-a up to 8 hours and plasma levels remain stable for 24 hours. 
Published studies have shown that inhibition of TNF-a by increasing intracellular 
cAMP via PDE4 inhibition and/or enhanced adenylyl cyclase activity occurs at the 
15 transcriptional level. LTB4 synthesis is also sensitive to levels of intracellular cAMP 
and can be completely inhibited by PDE4-selective inhibitors. As there is little LTB4 

produced during a 24 hour LPS stimulation of whole blood, an additional LPS 
stimulation followed by fMLP challenge of human whole blood is necessary for LTB4 

synthesis by activated neutrophils. Thus, by using the same blood sample, it is v 
20 possible to evaluate the potency of a compound on two surrogate markers of PDB4 
activity in the whole blood by the following procedure. 

Fresh blood was collected in heparinized tubes by venipuncture from 
healthy human volunteers (male and female). These subjects had no apparent 
inflammatory conditions and had not taken any NS AJDs for at least 4 days prior to 
25 blood collection. 500pL aliquots of blood were pre-incubated with either 2fxL of 

vehicle (DMSO) or 2jaL of test compound at varying concentrations for 15 minutes at 
37°C. This was followed by the addition of either lOftL vehicle (PBS) as blanks or 
lOfiL LPS (ljitg/mL final concentration, #L-2630 (Sigma Chemical Co., St Louis, 
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MO) from E. coli, serotype 01 1 1 :B4; diluted in 0. 1 % w/v BS A (in PBS)). After 24 
hours of incubation at 37°C, another IOjiL of PBS (blank) or lOpLof LPS (lpg/mL 
final concentration) was added to blood and incubated for 30 minutes at 37°C. The 
blood was then challenged with either 10/iL of PBS (blank) or 10/iL of fMLP (1/xM 
5 final concentration, #F-35Q6 (Sigma); diluted in 1 % w/v BS A (in PBS)) for 15 
minutes at 37°C. The blood samples were centrifuged at 1500xg for 10 minutes at 
4°C to obtain plasma. A 50/xL aliquot of plasma was mixed with 2Q0pL methanol for 
protein precipitation and centrifuged as above. The supernatant was assayed for 
LTB4 using an enzyme immunoassay kit (#5201 1 1 from Cayman Chemical Co., Ann 

10 Arbor, MI) according to the manufacturer's procedure. TNF-oc was assayed in diluted 
plasma (in PBS) using an BUS A kit (Cistron Biotechnology, Pine Brook, NJ) 
according to manufacturer's procedure. The IC50 values of Examples 1 to 76 

generally ranged from 0*005 jyiM to 15.4 nM. 

15 ANTI-ALLERGIC ACTIVITY IN VIVO 

Compounds of the invention have been tested for effects on an IgE- 
mediated allergic pulmonary inflammation induced by inhalation of antigen by 
sensitized guinea pigs. Guinea pigs were initially sensitized to ovalbumin under mild 
cyclophosphamide-induced immunosuppression, by intraperitoneal injection of 

20 antigen in combinations with aluminum hydroxide and pertussis vaccine. Booster 
doses of antigen were given two and four weeks later. At six weeks, animals were 
challenged with aerosolized ovalbumin while under cover of an intraperitoneally 
administered anti-histamine agent (mepyramine). After a further 48h, bronchial 
alveolar lavages (B AL) were performed and the numbers of eosinophils and other 

25 leukocytes in the BAL fluids were counted. The lungs were also removed for ~ 
histological examination for inflammatory damage. Administration of compounds of 
the Examples (0.001-10mg/kg i.p. or p.o,), up to three times during the 48h following 
antigen challenge, lead to a significant reduction in the eosinophilia and the 
accumulation of other inflammatory leukocytes. There was also less inflammatory 

30 damage in the lungs of animals treated with compounds of the Examples. 

SPA BASED PDE ACTIVITY ASSAY PROTOCOL 
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20 



Compounds which inhibit the hydrolysis of c AMP to AMP by the 
type-IV c AMP-specific phosphodiesterases were screened in a 96-weU plate format as 

' ° U0WS: fa a 96 well-plate at 30°C was added the test compound (dissolved in 
o t mrcro 188mL of substrate buffer containing [2,8- 3 H] adenosine 3^*-cychc 

*>,M), ^ ^ 
7 5 The taction wa* Wti-edby the addition of WmL of h^recontbtr^FDI* 
(the amount was control ao that -10% product « fornoed^ 
Ldon waa sapped lOt-n. by the action ^^^^ 
(Ameraham Pharmacia Biotech. Inc., Piacaaway. TO- ^ 
waa quantified on a WaUac Microbcu® »6-well P^c ^ <^*° ° <> - 
OaitLbt^.MD).T1«aignalinthe»eaen^ 

ground .00% acdvi^ waa defined . the dgr*! detect « the p«*»ee of . 

j ntwtQn with the background subtracted. Percentage of inhibition was 

using me standard 4-parameter/multiple binding sites equation frdm a ten pomt 

ttotoL The IC50 values of Examples 1 to 76 were determined with lOOnM 
cAMP using the purified GST fusion protein of the human recombinant 
pZhomeLasX (met-248) produced from a ^ov^ exp = 
system. The IC 5 0 values of Examples 1-76 generally ranged from 01 nM to 14.8 nM, 
Jthough six examples had an 1C 50 value between 34.3 and 134.0 nM 



25 



30 



The examples that follow are intended as an illustration of certain* 
preferred embodiments of the invention and no limitation of the invention is imphed. 

Unless specifically stated otherwise, the experimental procedures were 
performedunderthefollowingconditions. ^ operation. were ca^ o^a^ or 

Lbienttemperature-^^^ 

of solvent was carried out using a rotary evaporator under reduced pressure (600- 
4oC^: 4.5-30mmHg)withabathtemperatureofupto60«C. The course of 
reactions was followed by thin layer chromatography OW and reacUon nmes are 



-29- 



WO 02/094823 



PCT/CA02/00746 



given for illustration only. Melting points are uncorrected and "d" indicates 
decomposition. The melting points given are those obtained for the materials 
prepared as described. Polymorphism may result in isolation of materials with 
different melting points irt some preparations. The structure and purity of all final 
5 products were assured by at least one of the following techniques: TLC, mass 
spectrometry, nuclear magnetic resonance (NMR) spectrometry or microanalytical 
data. When given, yields are for illustration only. When given, NMR data is in the 
form of delta (5) values for major diagnostic protons, given in parts per million (ppm) 
relative to tetramethylsilane (TMS) as internal standard, determined at 300 MHz, 400 

10 MHz or 500 MHz using the indicated solvent. Conventional abbreviations used for 
signal shape are: s. singlet; d. doublet; t. triplet; m. multiplet; br. broad; etc. In 
addition, " Ar" signifies an aromatic signal. Chemical symbols have their usual 
meanings; the following abbreviations have also been used: v (volume), w (weight), 
b.p. (boiling point), m.p. (melting point), L (liter(s)),mL (milliliters), g (gram(s)) t mg 

15 (milligrams(s)), mol (moles),mmol (ndllimoles), eq (equivalent(s)). 

Methods of Synthesis 

Compounds of the present invention can be prepared according to the 
20 following methods. The substituents are the same as in Formula I except where 
defined otherwise. 



Scheme 1 

25 

In a first method outlined in Scheme 1 below, an appropriately 
substituted derivative of ethyl 2-chIoronicotinoyl acetate of formula H is reacted with 
1.5 equivalents of triethyl orthoformate and 5 equivalents of acetic anhydride at 
130°C, and after removal of the volatile components, the crude 2-chloronicotinoyI 
30 acrylate of formula III is immediately reacted with 1 .2 equivalents of an appropriately 
substituted haloaryl amine of formula IV, such as, for example 3-bromoaniline, in a 
halogenated hydrocarbon solvent such as methylene chloride at a temperature of 0°C 
to room temperature. After an appropriate reaction time ranging from 2 to 24 hours 
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IS 



20 



the resulting 3-arylamino acrylate of formula V is obtained by evaporation of the 

^^^^ 

from an appropriate solvent. 

The compoundof formula V may alteroauvelybe used wimout further 
purfflcarionmthefonowiugstep. Cyc^ 
h.io.ry.-^ydroU.Sln^^ 

aJL, with a small excess of a strong base such as an « hirdr.de for 
— sodium hydride, in an appropriate solvent such aa teuahyd^fnmn « a 
siting temperatum of tfC with warming to room temperature tf requued to complete 
^^TheprodnctofformmaVIisis^ 

isrge volume of water followed by filtration orby extraction into an W^P""* 

L^ic solvent such as ^^■^^■^'^T^Zm^ 
"ofvemsueha.chlo.oformorm.mylenechlonde. ™^™* ta ««*<^ 
Z chromatography on siBca gel. crystailizatton or prolonged somng m a, appropmte 
solvent followed by filtration. 

He product of formula VI thus obtained can be hydrolyzed to the 
co^sponding carboxyllc acid derivative under basic conditions using an aqueous 
soluttonoftm^basesuchasandMcarbonaleorpmferablysodiumor 

^» hy*oxid.,.wim an organ* coso,vent s*h as teh^ydrofcmn or 
Lndary or tertiary alhanol. such as methanol or emanol, or a combmauon thereof at 

J. The resultant carboxylic acid is isolated in crude form foUowmg Ration 
, using an aqueous aolntion of an inorgonc acid such aa hydrochlorrc, solfnrK >m > 
JL 2. and fitaation or extraction into an appropriate organrc -.Wen. ;m+> m 
Syl ether, etiryl acrf*., or a halogenated hydrocarbon soWen. such a. chloroform 
or mLylenecMoride. Theproducrcanbe further P^*^T^" 
sUicagel crystallisation or prolonged stirringin an appropriae solvent followed by 



30 filtration. 



The carboxylic acid is then transformed into the appropriate primary, 
secondary or tertiary amide analog of formula VII by any general procedure well 
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known to the organic chemist, preferably via initial transformation into a mixed 
anhydride by treatment with a small excess, such as 1.25 equivalents, of an 
appropriate aikyl chlorofoimate such as ethyl or isobutyl chloroformate, in the 
presence of a larger excess, such as 2.5 equivalents, of a tertiary organic amine such 
5 as triethylamine or N,N-diisopropylethylamine in an organic solvent such as 

tetrahydrofuran at low temperature, preferably 0°C, for a period of 30 minutes to 3 
hours. An excess, usually 5 or more equivalents, of an appropriate primary or 
secondary amine or of an aqueous solution of ammonium hydroxide is then added and 
the resulting reaction is allowed to proceed at a temperature ranging from 0°C to room 
10 temperature for an appropriate length of time, usually 1-24 hours. 

The desired amide of formula VII is then isolated in crude form by 
precipitation with water and filtration or extraction into an appropriate organic solvent 
such as diethyl ether, ethyl acetate, or a halogenated hydrocarbon solvent such as 

15 chloroform or methylene chloride. The product can be further purified by 

chromatography on silica gel, crystallization or prolonged stirring in an appropriate 
solvent followed by filtration. In cases where the amide moiety is 2,6- 
dichloropyridin^*-yl, a different procedure is used in which the anion of 4-amino-3,5- 
dichloropyridine is generated at low temperature, preferably at 0°C, using a strong 

20 alkali hydride such as sodium hydride in a solvent such as tetrahydrofuran, and 
reacted with the acid chloride of a carboxylic acid (from hydrolysis of an ester of 
formula VI) generated by an appropriate known procedure, usually by the action of 
oxalyl chloride activated by a catalytic amount of N^N-dimethylformamide in a 
solvent such as tetrahydrofuran. 

25 - 
The amides of general formula VII are processed into the products of 
formula I by reaction with an appropriately substituted aryl or heteroaryl boronic acid 
or boronate ester of formula VIII under the catalysis of a transition metal species such 
as ^7i^-dibromobis(triphenylphosphine)palladium (II) or 

30 [l f r-bis(diphenylphosphino)feiTocene]dicWoropalladium(II) in an appropriate 
solvent or solvent mixture, preferably a 1:1 mixture of toluene and ethanol in the 
presence of an excess of an aqueous solution of an alkali base such as sodium 
carbonate, at an appropriate temperature, preferably 50 to 100°C, for an appropriate 
length of time ranging from 0.5 to 48 hours. 
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The resulting reaction product is then isolated in crude form by 
. precipitation with water and filtration or extraction into an appropriate organic solvent 

such as diethyl ether, ethyl acetate, or a halogenated hydrocarbon solvent such as 
5 chloroform or methylene chloride. The product can be further purified by 

chromatography on silica gel; crystallization or prolonged stirring in an appropriate 
solvent followed by filtration. 

Compounds of formula I may also be obtained by reaction of a 
10 compound of formula VH with an appropriately substituted aryl or heteroaryl tributyl 
stannane of formula IX under the catalysis of a transition metal species such as frans- 
dttbromobis(triphenylphosphine)palladium(n) or 

[U'-bis(mphenylphosphino)ferrrc^ in the presence of a 

copper (D species such as cuprous iodide an appropriate solvent such as 
IS N^imemylformamide at a temperature range of 50-100°C for a period of 2 to 24 
hours. Isolation of the reaction product is effected as described above. 

Alternatively, an ester of formula VI can be processed into an ester of 
fonnula X by reaction with an appropriately substituted boronic acid or boronate 
20 ester, or with an appropriately substituted stannane derivative under the conditions 
described above, and the ester can be hydrolyzed and transformed into an amide of 
formula I. 

The boronic acids of formula VIII or corresponding boronate esters are 
25 usually obtained from commercial sources. Where required, they can be prepared* 
readily from the corresponding halides via metallation with n-butyuithium followed 
by reaction with a trialkyl borate, or by using classical transition metal-catalyzed 
coupling procedures using diboron pinacol ester. The stannanes of formula IX are 
generated from the corresponding halides via initial metallation using n-butyllithium 
30 followed by addition of tributyltin chloride. 
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Scheme 1 
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Scheme 2 



In an alternative method for the preparation of compounds of formula 

corresponding boronate ester of formula XI by treatment with an excess of drboron 
es Jnthepresence of an inorganic salt such as potassium acetate under the 

catalysis of a transition metal species such as 
m^^btomobisCtriphenylphospWoejBaJladiumaBor 
U4 --Wdip 1 «n ylp ho spW no)fe I rocene ] dlchlo I opa11atiinraOT » asol^snch- 

, U^—c^ttem^ 

timeran g i«gfro m lto48houra. Theboron-eoffonnnUXInraybe.sol.radby 

plipitlLthv^andffl^^ 
^Idiethyleti^r.^laeerafeor.haJogena^hydroc^bon 

chiorafoHncmetitylenecniotide. ^--'^prodnct-nben^p^e^ 
5 chrom«<o^phyonsiticagel,cr^u^^ 

solvent followed by filtration. 

Alternatively, the boronate of formula XI can be used as generated m 
situ in the reaction medium without isolation, and reacted with a small excess of an 
lately substituted aryl or h^ 
2D of a transition metal species such as 

[1 r-bis(diphenylphospM™^^ m an appropriate 

solvent or solvent mixture, preferably a 1:1 mixture of toluene and ethanol m the 
presence of an excess of an aqueous 

carbonate, at an appropriate temperature, preferably 50 to 100*C for an appropnate 

25 length of time ranging from 0.5 to 48 hours. 

The reaction product of formula I is then isolated in crude form by 
precipitation with water and filtration or extraction into an appropriate organic solvent 
Teh as diethyl ether, ethyl acetate, or a halogenated hydrocarbon solvent such as 
chloroform or methylene chloride. The product can be further purified by 

30 chromatography on silica gel, crystallization or prolonged stirring in an appropnate 
solvent followed by filtration. 
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Scheme 2 




Scheme 3 

5 In a third method used for the synthesis of compounds of formula I of 

this invention (scheme 3), an intermediate nicotinoyl acrylate of formula IH is reacted 
with an appropriately constructed diaryl or heteroarylaryl amine of formula XIII under 
the conditions described previously to afford a compound of formula XIV which fs 
cyclized by the action of a strong base such as sodium hydride as described above to 
10 afford an ester of formula X which is processed into a compound of formula I via 
hydrolysis and amide formation as described above. 
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5 Scheme 4 

The diaryl or heteroarylarylamine intermediates of formula XIII were 
assembled as indicated in Scheme 4. An appropriately substituted aniline boronic 
acid of formula XV is coupled with an appropriately substituted aryl or heteroaryl 
10 halide of general formula XII under the catalysis of a transition metal species as 
described above to afford the formula Xm compounds used in Scheme 3. 
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Scheme 5 

Bromopyridine intermediates substituted at the 2-position by carbon 
based nucleophiles of formula XVII, where R 8 is selected from R 2 moieties having a 

10 carbon-carbon link to the pyridine, are conveniently prepared as shown in Scheme 5. 
The bromopyridine intermediates are prepared from dihalides of formula XVI by 
treatment with an appropriate solution of a Grignard reagent under the catalysis of a 
transition metal species such as [l,l*-bis(diphenylphosphino)ferrocene]dichloronickel 
(II) in a solvent such as tetrahydrofuran at a temperature range of -lO^C to room 

15 temperature and the resulting reaction mixture worked up by well known procedures 
to afford the desired product 



Scheme 5 




XVI 



R 8 MgX 

XVII 
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Scheme 6 

Halopyridine intermediates of type XVHI where the 2-substituent is an 
alkoxy group OR 9 are derived from dihalides of formula XVI by displacement with an 
5 appropriate alkali alkoxide as outlined in scheme 6. The reaction is effected in a 
solvent such as N,N-diinethylformamide at a temperature range of 0°C to room 
temperature and, upon completion of the reaction, the products are isolated and 
purified following classical procedures. 



Scheme 6 




Scheme 7 

15 

Where intermediates of formula XIX or XX in which the 2-substituent 
is sulfide, sulfoxide or sulfone were required, they were attained as described in 
Scheme 7. An appropriate dihalopyridine of type XVI is reacted with an appropriate 
thioalkoxide, usually generated from the corresponding thiol or disulfide through the 

20 action of a strong base such as an alkali hydride or n-butyllithium, in a solvent such as 
N,N-dimethylf ormamide or diethyl ether at a temperature range of -78°C to room 
temperature. Upon completion of the reaction the products of formula XIX are 
isolated and purified following classical procedures. The products thus obtained can 
be oxidized to the corresponding sulfoxides or sulfones of formula XX through the 

25 action of an oxidizing agent such as oxone or an organic peracid. In Scheme 7, R is 

H or Ci-ealkyl. 
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5 Scheme 8 

The preparation of haloacyl pyridine intennediates of formula XXII, 
presented in Scheme 8, requires treatment of a halopyridine ester of type XXI with a 
solution of an appropriate Grignard reagent in a solvent such as diethyl ether at a 
10 temperature range of 0°C to room temperature. If the reaction is carried out for a 
longer period or under reflux a halopyridine carbinol of formula XXIII is obtained. 
In Schemes 8 and 9, R 7 is Chalky! and R 6 is methyl or ethyl. 



Scheme 8 

Bi 



XXI , 

A/ 

Rb a Me or El Br-jp i ( OH 



15 xxiil 
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Scheme 9 

Scheme 9 outlines an alternative sequence for the synthesis of certain 
5 halopyridine carbinols of type XXIII. When 2,5-dibromopyrine is treated with n- 
butyllithium in toluene at -78°C followed by addition of an appropriate ketone or 
aldehyde and subsequent quenching at -78°C, a carbinol of type XXIH results where 
the carbinol group occupies the 2-position of the pyridine ring. If the metaUation step 
is performed in diethyl ether, the same process leads to an intermediate of formula 
10 XXIII in which the carbinol group occupies the 5-position of the pyridine ring. 

Scheme 9 




XXIII 

R 7 and R B can be the same or different 
either R 7 or R 8 can be hydrogen 



15 Scheme 10 

Scheme 10 demonstrates the methods of synthesis for compounds of 
formula I in which R 2 is a substituted phenyl or heteroaryl group. An intermediate 
compound of Type I where R 2 is a halogen is reacted with an appropriately 
20 substituted boronic acid or boronate ester of formula VII or tributyl stannane of 

formula IX using one of the methods described above to afford the desired compound. 
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Scheme 11 

5 

Various further transformations on pre -assembled compounds of 
formula I are illustrated in Scheme 11. In cases where the Ar group is a pyridine or 
quinoline group it can be oxidized to the corresponding nitrogen oxide by the action 
of an appropriate oxidizing agent such as m-chloroperoxybenzoic acid or magnesium 

10 monoperoxyphthalate under commonly used conditions. In cases where one or more 
of the substituents on the Ar group is a ketone it is conveniently transformed into an 
oxime analog through the afction of hydroxylamine in pyridine as solvent* A sulfide 
substituent is easily oxidized to the corresponding sulfoxide or sulfone derivative by 
using an appropriate quantity of an oxidant such as oxone or an organic peracid. 

1 S The transformation of a 2-benzyloxypyridine into the corresponding 2- 

pyridone was accomplished by treatment with trifluoroacetic acid in a solvent such as 
methylene chloride at room temperature or under slight warming. The removal of a 
tert-butyloxycarbonyl protecting group from a piperazine ring is effected by reaction 
with trifluoroacetic acid in a solvent such as 1,2-dichloroethane at reflux temperature. 

20 In examples where a substituent on Ar is a hydroxymethyl group it can be derivatized 
to the analogous halomethyl moiety using a tetrahalomethane in the presence of a 
trisubstituted phosphine such as triphenylphosphine or diphos in a solvent such as 
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methylene chloride. The halide can be displaced by an appropriate sulfuric acid 
sodium salt to afford the alkyl or arylsulfonylmethyl analog. 

Schema 11 




. 10 
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Scheme 12 

The transformation of a 1-hydroxy-l-methylalkyl derivative such as 
exemplified by compounds of type XXTV of scheme 12 into 1,2-dihydroxyalkyl 
5 analogs of type XXVI is effected via initial acid-catalyzed dehydration, for example 
by heating in aqueous sulfuric acid, to afford an intermediate 1-alkylvinyl species of 
type XXV which is transformed into the desired diol XXVI by a dihydroxylation 
process, using for example an oxidant such as 4-methylmorpholine N-oxide (NMO) in 
the presence of a catalytic quantity of potassium osmate dihydrate. 

0 

Scfrerfie 12 



A- A- A- 

XXIV XXV XXVI 



15 



EXAMPLES 

20 EXAMPLES of the present invention are summarized in the following 

table referring to Formula (I): 

Table 1 
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EX. 


R 


R 1 


R 2 


R 3 


R 4 R 6 


53 ! 


H 


c-pr 


4-S(0)Et 


H 


H 


H 


54 


H 


i-pr 


4-C(-NOH) 
Me 


H 


H 


H 


55 


H 


i-pr 


4- 


H 


H 


H 


56 


H 


c-pr 


4-CHaS0 2 Me 


H 


H 


H 



Table 2 



O O 




EX. 


R 


R 1 


re- 
position 


R 2 


R 3 


R 4 


R 6 


n 


7 


H 


i-pr 


3 


H 


H 


H 


H 


0 


10 


H 




3 


H 


H 


H 


H 


0 


14 ! 


H 


c-pr 


3 


H 


H 


H 


H 


0 


15 


H 


i-pr 


3 


5-SMe 


H 


H 


H 


0 


17 


H 


c-pr 


4 


H 


H 


H 


H 


0 


24 


H 


i-pr 


3 


5-COOEt 


H 


H 


H 


0 
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R 


R 1 


71- 

Position 


R 2 


R 3 


R 4 


R 6 


n 


63 


H 


i-pr 


3 


6-CH 2 CHMe 2 
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H 


H 
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64 


H 


i-pr 


3 


6-Me 


H 


H 


H 


j 


65 
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c-pr 
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H 


H 


H 


H 


j 


66 


H 


c-pr 
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6-CMe 2 OH 


H 


H 


H 




67 
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c-pr 
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H 1 


H 


H 


H 




68 
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c-pr 


3 


5-Br 


H 


H 


H 




73 


H 


i-butyl 


3 


6-CMe20H 


H 


H 


H 




74 
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c-pr 
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6-Me 


H 


H 


H 




75 
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c-pr 


3 


6-S0 2 Me 


H 


H 


H 




76 


H 


c-pr 


3 


6-CMe 2 OH 


H 
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5-Br 




77 
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c-pr 
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6-CMe(CH20H)OH 


H 


H 


H 
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Ar 


R 4 
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H. 
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i-pr 


quinoIin-3-yl 
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H 


13 
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i-pr 
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H 


H 


19 
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c-pr 


3-thienyl 


H ! 


H i 


29 
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c-pr 


l-oxidopyrimidin-5-yl 


H 


H 



-48- 



WO 02/094823 



PCT/CA02/00746 



Example 


R 


R 1 


Ar 


R 4 


R 6 
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H 


H 


72 
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l-oxidoquinolin-3-yl 


H 
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H 
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EXAMPLE 1 



5 .^.^.-^sr*^ 




10 * «thvi ^hlorotiicotinoyl acetate (41.1& 180.5mmol): 

A mixture of ethyl 2-chloronicoui , 9 o2.5mmol) 

..ovvly. Tne resulting solution was aurred « ^ „ fc oext 
solvent evaporated away. Tne resulting crude compound was 
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Step 2: Ethvl l-(3-bromophenvlM.4-&hv^^ 

The crude compound from Step 1 was dissolved in tetrahydrofuran 
(500mL), the solution was cooled to 0°C, and sodium hydride (as a 60% dispersion in 
5 oil , 9.4g, 235mmol) was added in portions. After stirring at 0° for 1 hour, the 

mixture was allowed to warm up to room temperature. After 2 hours, water (400mL) 
was added to the suspension and and the insoluble solid was filtered and washed 
copiously with water. When dry, the solid was stirred in ether (150mL) at room 
temperature for 24 hours and filtered to afford the title compound as a cream-colored 
10 solid, 

*H NMR (Acetone^) 5 1.32 (t, 3H), 4.29 (q, 2H), 7.54-7.63 (m, 2H), 
7.69 (dd, 1H), 7.78 (dd, 1H), 7.93 (s, 1H), 8.66-8.71 (m, 3H). 

Step 3: l-(3-BromophenvlM.4~dihvdror acid 

A suspension of ethyl l«(3-bromophenyl)-l,4- 
dihydro[l f 8]naphthyridin-4-one-3-carboxylate from Step 2 (52.5g, 140.7mmol) in a 
mixture of tetrahydrofuran (400mL), methanol (400mL) and IN aqueous sodium 
hydroxide (280mL) was heated at ca 50°C with stirring for 20 minutes. After cooling, 
the mixture was diluted with water (300mL) and IN aqueous HC1 (325mL) was 
added. After stirring for 45 minutes, the precipitate was filtered, washed well with 
water and dried to afford the title acid as a cream-colored solid. 

'H NMR (Acetone^d 6 ) 8 7.65 (t, 1H), 7.76 (m, 2H), 7.84 (d, 1H), 7.99 
(s, 1H), 8.87 (m. 2H), 9.01 (s, 1H). 

Step 4: N-Isopropy]-l-(3 -bix)mophenvIV1.4-diKvdrori.81naphthvridin-4-one-3- 
carboxamide. 

To a suspension of H3-bromophenyi)-l,4-dihydro[l,8]naphuiyridin-4- 
30 one-3-carboxylic acid from Step 3 (26.3g, 76mmol) and triethylamine (23.2g, 
230mmol) in tetrahydrofuran (lOOOmL) at 0°C was added isobutyl chloroformate 
(18.85g, 138mmol). After stirring at 0°C for 2 hours, isopropylamine (23g, 390mmol) 
was added and the mixture was allowed to warm up to room temperature and stirred 



15 



20 



25 
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overnight The mixture was then partitioned between ethyl acetate and water, the 
organic phase was dried and evaporated to a solid which was stirred in ether at room 
temperature for 3 hours and filtered to afford the N-Isopropyl-l-(3-bromophenyl)-l^ 
dmydro[l,8]naphmyridin^ne-3^arboxamide as a white solid. 
5 *H NMR (Acetone-d «) 8 1.25 (d. 6H), 4.17 (m, 1H), 7.59-7.63 (m, 

2H), 7.70 (d, 1H), 7.80 (d, 1H), 7.94 (s, 1H), 8.73 (m, 1H), 8.78 (d, 1H), 8.85 (s, 1H), 
9.61(br,NH). 

g*>P N_Tsn F opvl-l-r3-n-^tvto^^ 
10 one-3-carboxamide 

A mixture of N-Isopropyl-l-CS-bromophenyl)-!^ 
dihydro[l,8]naphmynoln-4-one-3-carboxainide from Step 4, 3-acetylphenylboronic 
acid (1.2eq.), rrans-dibrx>mobi8(triphenylphosphihe)palladium (II) (0.05eq.), toluene 

15 (6mI7mmol ), ethanol (2mL/mmol ) and 2M aqueous sodium carbonate (8eq.) was 
refluxed for 1 hour under a nitrogen atmosphere. The mixture was diluted with ethyl 
acetate and the organic phase was washed with water and brine, dried and evaporated. 
The crude product was chromatographed on silica gel eluting with a gradient of 20- 
40% ether in methylene chloride to afford the N-Isopropyl-l-[3-(3- 

20 acetyiphenyl)phenyl]-l ? 4^^ P 104 ** 33 

a solid. 

l HNMR (CDOb) 5 1.29 (d, 6H), 2.65 (s, 3H), 4.28 (m, 1H), 7.47 (m, 
2H), 7.55 (t, 1H), 7.65 (m, 2H), 7.80 (m, 2H), 7.95 (dd, 1H), 8.19 (brs, 1H), 8.70 (dd, 
1H), 8.81 (dd, 1H), 9.05 (s, 1H), 9.65 (br, NH). 



25 



EXAMPLE 2 



30 



N-(2,6-DicWoropyridin-4-yl)-l-[3-(3-acetylpheiiyl)phenyl]-l,4- 
dihydro[l,8]naphthyrtdln-4-one-3-carboxamide 
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Step 1: Anion of 4-anupo-3,5-dichloropvridine. 

A suspension of sodium hydride as 60% dispersion in oil (360mg, 
9mmol) in tetrahydrofuran (15mL) was cooled to 0°C. A solution of 4-amino-3,5- 
5 dichloropyridine (978mg, 6mmol) in tetrahydrofuran (15mL) was added slowly. The 
resulting mixture was kept at 0° for 2.5 hours. 

Step 2: Acid chlo ride of l-(3-bromophenvlVl,4-dihvdrof 1.81naphthvridin-4-one~3- 
carboxvlic acid. 

10 A suspension of l^S-bromophenyO-l^^dihydrofl.Slnaphthyridin^ 

one-3-carboxylic acid from Step 3 of Example 1 (690mg, 2mmol) in tetrahydrofuran 
(12mL) was cooled to 0°C, and oxalyl chloride (381mg, 3nnnol) was added* followed 
by 2 drops of N,N-dimethylformamide. The resulting mixture was then stirred at 
room temperature for 1 hour then refluxed for 45 minutes and cooled to room 

15 temperature. 



Step 3: N^2^Dic hloropvridin-4^vn-1^3-bromophenvlVl.4- 
dihvdrori,8 1naphthvridin-4>one-3-car hnxamidfv 

The mixture from Step 2 above, as a brown suspension, was added via 
20 syringe to the cold suspension of Step 1. The resulting mixture was stirred at room 
temperature for 18 hours, quenched with aqueous saturated ammonium chloride 
solution and partitioned between ethyl acetate and water. The crude product from 
evaporation of the organic phase was triturated with ether (50mL) and filtered, 
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affording the N-(2,6-Dichloropyridin-4-yl)-l -(3-bromophenyl)-l ,4- 
dihydrofl , 8]naphthyridin-4-one-3-carboxamide as a beige solid. 

l H NMR (Acetone-d 6 ) 5 7.61-7.70 (m< 2H), 7.76 (d, 1H), 7.81 (d, lH) t 
8.00 (s, 1H), 8.62 (s, 2H), 8.80 (br a, 1H), 8.86 (d, 1H), 8.99 (s, lH) f 12.1 (br, NH). 

5 • 

Step 4: N-C^-Pichlorop ^ 

dihvdron .81naphthyridin-4-one- 3-carho3camide- 

Following the procedure of Step 5 of Example 1, but substituting N- 

(2,6-dichloropyridin-4~yl)- 1 -(3-bromophenyl)- 1 ,4-dihydro[l ,8]naphthyridin-4-one-3- 
10 carboxamide from step 3 for N-isopropyl l-(3-bromophenyl)-l,4- 

dihydro[l ,81naphthyridin-4-one-3-carboxamide; the N-(2,6-Dichloropyridin-4-yl)-l- 

[3-(3-acetylphenyl)phenyl]-l /l-dihydro[l ,8]naphthyridin-4-one-3»carboxamide 

compound was obtained as a solid. 

! H NMR (CDC1 3 ) 5 2.65 (s, 3H), 7,47 (d, 1H), 7.50-7.60 (m, 2H), 7.70 
15 (m, 2H), 7.82 (d, 2H), 7.98 (d, 1H), 8.20 (s, 1H), 8.55 (s, 2H) 8.75 (brs, 1H), 8.92 (dd, . 

1H), 9.14 (s, 1H), 12.08 (br, NH). 



20 



EXAMPLE 3 

N-IsopropyI-l-[3-(4-n-propylphenyO 

one-3-carboxamide 
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Following the procedure of Step 5 of Example 1, but substituting 4-n- 
propylphenylboronic acid for 3-acetylphenyIboronic acid the title compound was 
obtained as a white solid. 

*H NMR (Acetone-d 6 ) 8 0.93 (t, 3H), 1.24 (d, 6H), 1.65 (m, 2H), 2.62 
5 (t, 2H), 4.18 (m, 1H), 7.31 (d, 2H), 7.58-7.61 (m, 2H), 7.68-7.72 (m, 3H), 7.87 (d, 
1H), 7.95 (s, 1H), 8.72 (m, 1H), 8.78 (dd, 1H), 8.92 (s, 1H), 9.66 (br, NH). 



10 



EXAMPLE 4 

N-IsopropyI-l-[3-(4-acetylphenyl)phenyl]-l,4-dihydro[l,8]naphthyridin-4-one-3- 

carboxamide 



15 




Following the procedure of Step 5 of Example 1, but substituting 4- 
acetylphenylboronic acid for 3-acetylphenylboronic acid the title compound was * 
obtained as a solid. 

l H NMR (Acetone-ds) 5 1.25 (d, 6H), 2.61 (s, 3H), 4.17 (m, 1H), 7.59 
(m, 1H), 7.70 (d, 1H), 7.76 (t, 1H), 7.92 (d, 2H), 7.97 (d, 1H), 8.07-8.10 (m, 3H), 8.72 
(brs, 1H), 8.78 (dd, IK), 8.92 (s, 1H), 9.65 (br, NH). 



20 



EXAMPLES 
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3-carboxamide 



me- 




Following the procedure of Step 5 of Example 1, but subsuming 2- 
5 rnethylphe.vlboronic acid for S-acetylphenylboronic acid the title compound was 

° btained " a ^MR (Acetone ^ 5 1.24 (d, A 2.35 C, 3H), 4,7 (m, fflX 7» 
7.34 (m, 4H), 7.56-7.60 (m, 2H), 7.65 (m, 2H), 7.70 (t, 1H), 8.74 (m, 1H), 8.78 (dd, 
1H), 8.92 (s, 1H), 9.64 (br.NH). 



10 



EXAMPLE 6 



15 



N-Isopropyl-N-me^^ 

dlhydro[l,8iiwphth y ridm-4-one-3-carboxamide 
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Step 1; N-Isopropvl-N-methvl-1-^ 
one-3-carboxamide 

Following the procedure of Example 1, Step 4, but substituting N- 
isopropyl-N-methylamine for isopropylamine the N-Isopropyl-N-methyl-l-(3- 
5 bromophenyl)-l f 4-dihydro[l t 8]naphthyridin-4-one-3-carboxami was obtained in as 
a yellow solid. 

! H NMR (Acetone-d<$) (Appears as two rotamers of the amide) 61.18 
(m, 6H>, 2.85 (s, 3H), 4.05 (m, 0.5H), 4,84 (m, 0.5H), 7.49-7.64 (m, 3H), 7.72 (d, 
1H), 7.86 (s, 1H), 8.14 (s, 1H), 8.65 (d, 2H). 

10 

Ste p 2: N-Isopropvl-N-methvl-l-r3-f4-acetvlphenvl > >phenvlVL4- 
dihydrori .81naphthvridin-4-one-3^arboxamide 

Following the procedure of Step 5 of Example 1, but substituting N- 
isopropyl-N-methyl-l-(3-bromopheny 
15 carboxamide from step 1 for N-isopropyl l-(3-bromophenyl)-l,4- 

dihydro[l,8]naphthyridin-4-one-3-carboxamide and 4-acetylphenyIboronic acid for 3- 
acetylphenylboronic acid the N-Isopropyl-N-methyl-l-[3-(4-acetylphenyl)phenyl]-l > 4- 
dihydro[l 1 8]naphthyridin-4-one-3-carboxamide compound was obtained as a white 
solid. 

20 ! H NMR (CDC1 3 ) (Appears as two rotomers of the amide) 8 1.23 (m, 

6H), 2.62 (s, 3H), 4.00 (m, 0.5H), 4.92 (m, 0.5H), 7.38-7.55 (m, 2H)> 7.63-7.77 (m, 
5H), 8.03 (d, 2H), 8.14 (s, 0.5H), 8.21 (s, 0.5H), 8.65 (m, 1H), 8.75-8.80 (m, 1H). 

25 EXAMPLE 7 

NJsopropyl-M3-(pyridin«3-yl)pta 

carboxamide 
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Following the procedure of Step 5 of Example 1, but substituting 
pyridine-3-boronic acid 1,3-propanediol cyclic ester for 3-acetylphenyIboronic acid 
and [l.l'-bis (diphenylphosphino)ferrocene]<ucWoropaUadium(IO for rronj- 
dibromobi8(triphenylpho8phine)paUadium (ID the title compound was obtained as a 
beige solid. 

l H NMR (Acetone-d*) 8 1.24 (d. 6H), 4.17 (m r 1H), 7.48 (m, 1H), 7.60 
(m 1H), 7.71 (dd, 1H), 7.78 (t, 1H), 7.95 (dd, 1H), 8.05 (brs, 1H), 8.15 (m, 1H). 
8 60 (m, 1H), 8.72 (m, 1H), 8.78 (dd, 1H), 8.92 (s, 1H), 8.99 (brs, 1H), 9.65 (br, NH). 



10 



EXAMPLE 8 

N-Isopropyl-l-[3-(mdol-5-yl)phenyH^^^ 

carboxamide 
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Following the procedure of Step 5 of Example 1, but substituting 5- 
indolylboronic acid for 3-acetylphenylboronic acid die tide compound was obtained 
as an off-white solid. 

*H NMR ((DMSO-de) 8 1.20 (d, 6H), 4.10 (m, 1H), 6.47 (s, 1H), 7.38 
5 (brs, 1H), 7.46-7.52 (m, 3H), 7.59-7.66 (m, 2H), 7.87-7.93 (m, 3H), 8.72-8.81 (m, 
3H), 9.67 (br, NH), 11.2 (br, NH). 



EXAMPLE 9 

10 

N-tert^Butyl-l-[3-(4-acetylphenyl)phenyl]-l,4-dihydix>[l,8]naphthyridin-4-one- 

3-carboxamide 




CH3 



Step 1: N-tert-Butvl-l-(3-bromophenvlV1.4-dihydrori.81naphthvridin-4-one-3- 
15 carbox amide 

Following the procedure of Example 1, Step 4, but substituting tert- 
butylamine for isopropylamine the N-tert-Butyl-l-(3-bromophenyl)-l,4- • 
dihydro[l,8]naphthyridin-4-one-3-carboxaniide was obtained as a yellow solid. 

'H NMR (Acetone-d 6 ) 5 1.44 (s, 9H), 7.58-7.62 (m, 2H), 7.70 (dd, 
20 1H), 7.78 (dd, 1H), 7.93 (br s, 1H), 8.72 (m, 1H), 8.77 (dd, 1H), 8.81 (s, 1H), 9.73 (br, 
NH). 
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10 



from step IforN-isopropyl HH*»«I*«W ' ' lptoylbMOTi caddtlKN- 
cartoxamide compound wa» <Mw< - »* » 7 . 59 ^ 1H), 7.69- 

(dd.lH), 8.91 (S.1H), 9.79 (br,NH). 



EXAMPLE 10 



15 



N . (2 ,6.Dichloropyridio.4. y l)-H^ 

dlhydrcU^naphthyridin^one-a-carboxaaude 




20 



. ^0^4 of Example 2 but substituting 
Following the procedure of Step 4 ot iwraropw 

obtained as a glassy solid. 
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H NMR (Acetone-dft ) 8 7.48 (m, 1H), 7.68 (m, 1H), 7.77-7.82 (m, 
2H), 7.98 (m, 1H), 8.12-8.17 (m, 2H), 8.61 (m, 1H), 8.62 (s, 2H), 8.80 (m, 1H), 8.88- 
(dd, 1H), 8.99 (brs, 1H), 9:06 (s, 1H), 12.2 (br, NH). 

5 

EXAMPLE 11 

N-Isopropyl-l-{3-[ 4-(4-tertbutyloxycarbonylpiperazin-l-yI)phenyl]-phenyl}-l,4- 
dihydroIl,8]naphthyridin-4-one-3-carboxamide 



10 




Step 1: 4-tert-Butvloxvcarboiivl-l-(3-bromophenvnpiperazine 

To a suspension of l-(4-bromophenyl)piperazine hydrochloride 
(103.15g, 371.59mmol) in acetonitrile (1.5 L) at 0°C under a nitrogen atmosphere 
was added a catalytic amount of 4-dimethylaminopyridine (4.54g, 37.159nunol) 
1 5 followed by triethylamine (155mL, 1 1 14.77mmol) and di-terrtmtyl dicarbonate 
(12L65g, 557.3 85mmol, dissolved in a minimum amount of acetonitrile) and the 
resulting reaction mixture was wanned to room temperature and stirred for 5.5 hours/ 
The reaction mixture was filtered, ethyl acetate was added and the organic phase was 
washed with 10 % aqueous citric acid, water (2X) and brine, then dried and 
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evaporated to afford the crude 4-tert-Buty!oxycarbonyI-l-(3-brornophenyl)piperazine 
product which was used as such in the next step. 

Ste p 2: S-^tert-Butvloxvcarbonvloipei^ ^^-l-Y^h^Y^ 0101110 acid 
5 To the 4-tert-Butyloxycarbonyl-l -<3-bromophenyl)piperazine from 

Step I (118.30g, 346.9mmol) in tetrahydrofuran /toluene (1/1, 1.5 L) at -78°C under 
nitrogen was added n-butyllithium (2.5M, 160mL, 398.9mmol) dropwise and the 
resulting reaction mixture was stirred at -78°C for 20 minutes. Triisopropyl borate 
(96.1mL, 416.3mmol) was added dropwise and the reaction was warmed to 0°C and 
10 stirred for 2 hours. Aqueous saturated ammonium chloride (400mL), water (lOOmL) 
and 1 equivalent of H3PO4 (20mL) were added and the mixture was stirred for 15 
minutes and then concentrated to a volume of approximately 200mL (at which stage 
the mixture became bluish and a precipitate formed). The mixture was slowly diluted 
with heptane (800mL) and the resulting suspension was stirred overnight- The 
15 suspension was filtered, the solid was washed with heptane and dried to afford the 
title boronic acid. 

Ste p 3: N.lgopropvl-l-J3-r 4-(4-tertbutvloxvc arbonvlpiDerazin-l-vl)phenvl1- 
ptii»nvlU1.4-dlhvdrori.81naphthvridiH-4-on e-3-carboxamide 

20 Following the procedure of Step 5 of Example 1 but substituting 

[l,l'-bis (diphenylphosphmo)ferrocene]dichloropaUadium(IT) for trans- 
dibromobis(triphenylphosphine)palladium (D) and the boronic acid from Step 2 above 
for 3-acetylphenylboronic acid the 4-tert-Butyloxycarbonyl-i-(3- 
bromophenyl)piperazine compound was obtained as a solid. 

25 'H NMR (CDC1 3 ) o 1 .30 (d, 6H), 1.49 (s, 9H), 3.18 (m, 4H), 3.58*011, 

4H), 4.29 (m, 1H), 6.98 (d, 2H), 7.32 (d, 1H), 7.45 (m, 1H), 7.53 (d, 2H), 7.55-7.62 
(m, 2H), 7.72 (d, 1H), 8.70 (m, 1H), 8.82 (d, 1H), 9.07 (s, 1H), 9.68 (br, NH). 

30 EXAMPLE 12 

N-Isopropyl-l-[3-(qmnolfa-3-yO^^ 

carboxamide 
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Following the procedure of Step 5 of Example 1, but substituting 3- 
quinolineboronic acid for 3-acetyIphenylboronic acid the title compound was obtained 
as a solid. 

5 *H NMR (CDC1 3 ) 8 1.29 (d, 6H), 4.29 (m, 1H), 7.49 (m, 2H), 7.61 (t, 

1H), 7.70-7.78 (m, 3H), 7.86-7.92 (m, 2H), 8.14 (d, 1H), 8.36 (s, lH) t 8.71 (m t 1H), 
8.84 (dd, 1H), 9.10 (s, 1H), 9.19 (s, 1H), 9.67 (br, NH). 

10 EXAMPLE 13 

N-IsopropyM-[3-(pyrimidin-5-yl) phenyl]-l,4-dihydro[l,8]naphthyridin-4-on&- 

carboxamide 




IS Following the procedure of Step 5 of Example 1, but substituting 5- 

pyrimidineboronic acid for 3-acetylboronic acid the title compound was obtained as a 
solid. 
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'H NMR (CDCI3) 6 1.28 (d, 6H), 4.27 (m, 1H), 7.48 (dd, 1H), 7.52 (m, 
1H), 7.65 (s, 1H), 7.74 (m, 2H), 8.68 (m, IH), 8.72 (d, 1H), 8.98 (s, 2H) 9.03 (s, 1H), 
9.22 (s, 1H), 9.62 (br.NH). 

5 

EXAMPLE 14 

N-Cyclopropyl-l-[3-(pyridin-3-yI)phenyl]-l,4-dihydro[13]naphthyridm 

3-carboxamide 



10 




Step 1: N-Cyclopropvl-l-(3-bromophenvlV1.4-dihvdrori.81naphthvridin-4-one-3- 
carboxamide 

Following the procedure of Example 1, Step 4, but substituting 
cyclopropylamine for isopropylamine the N-Cyclopropyl-l-(3-bromophenyl)-l,4- 
15 dihydn)[13]naphthyridin-4-one-3-carboxamide was obtained as a fluffy white solid. 

J H NMR (Acetone-de) 5 0.59 (m, 2H), 0.80 (m, 2h), 2.96 (m, 1H) V 
7.59-7.68 (m, 2H), 7.72 (dd, 1H), 7.82 (dd, 1H), 7.97 (s, 1H), 8.72-8.81 (m, 2H), 8.89 
(s, 1H), 9.70 (br, NH). 

20 Step 2: N-Cvclopropvl-l-r3-(pvridin-3 ^^ 
one-3-carboxamide 

Following the procedure of Example 7 but substituting N- 
cyclopropyl-l-(3-bromophenyI)- 1 ,4-dihy^ 

from step 1 for N-isopiopyl-l-(3-bromophenyl)-l,4-dihydro[l,8]naphthyridin-4-one- 
25 3-carboxamide, the N-Cyclopropyl-l-[3-(pyridin-3-yl)phenyl]-l,4- 
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dihydro[l,8]naphthyridin-4-one-3-carboxamide compound was obtained as a cream- 
coloured solid. 



! H NMR (DMSO-d 6 ) 8 0.57 (m, 2H), 0.78 (m, 2H), 2.91 (m, 1H), 
7.52 (m, 1H), 7.63-7.69 (m, 2H), 7.74 (t, 1H), 7.97 (d, 1H), 8.07 (brs, 1H), 8.17 (d, 
5 1H), 8.61 (m, 1H), 8.73 (dd, 1H). 8.79 (m, 1H), 8.85 (s, 1H), 8.99 (brs, 1H), 9.74 (br, 
NH). 



Following the procedure of Step 5 of Example 1 but substituting 5- 
15 methylthiopyridine-3-boronic acid for 3-acetylphenylboronic acid and [1,1 '-bis 
(diphenylphospbino)ferTocene]dichloropalladium(II) for trans- „ 
dibromobis(triphenylphosphine)palladium (II) the title compound was obtained as a 
solid. 

*H NMR (CDC1 3 ) S 1.33 (d, 6H) 2.60 (s, 3H), 4.33 (m, 1H), 7.48-7.54 
20 (m, 2H), 7.66 (m, 1H), 7.73 (t, 1H), 7.78-7.81 (m, 2H). 8.55 (s, 1H), 8.66 (a, 1H), 
8.74 (m, 1H), 8.87 (d, 1H), 9.09 (s, 1H), 9.69 (br, NH). 



EXAMPLE 15 



N-Isopropyl-l-[3-(5-methylthlopyridin-3-yl)phenyl]-l,4- 
dihydro[l,8]naphthyridin-4-one-3-carboxamide 




O O CH 3 



EXAMPLE 16 
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N-Cyclopropyl-l-[3-(4-hydroxymethylphenyl)phenyl3-l,4- 
dihydro[l,8]naphthyridin-4-one-3-carboxamide 




Following the procedure of Step 2 of Example 14 but substituting 4- 
5 hydroxymethylphenyl boronic acid for pyridine-3-boronic acid 1,3-propanediol cyclic 
ester the title compound was obtained as a solid. 

l H NMR (CDC1 3 ) 8 0.71 (m, 2H), 0.89 (m, 2H), 1.88 (t, 1H), 3.03 (m, 
1H), 4.78 (d, 2H), 7.43 (d, 1H), 7,46-7.52 (m, 3H), 7.61-7.69 (m, 4H), 7.80 (d, 1H), 
8.73 (m, 1H), 8.83 (dd, 1H), 9.10 (s, 1H), 9.82 (br, NH). 

10 

EXAMPLE 17 

N-Cyclopropyl-l-[3-(pyridln^-yl)pte 
15 3-carboxamide 
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Following the procedure of Step 5 of Example 1 but substituting N- 
cyclopropyl-l-(3-bromophenylH,4-dihy^ 

for N4sopropyl-l-(3-bromophenyl)-l,4-dihyd^o[l,8]naphthyridin-4-one-3- . 
carboxamide and 4-pyridineboronic acid for 3-acetylphenylboronic acid the title 
S compound was obtained as a white solid. 

'H NMR ((DMSO-de ) 5 0.57 (m, 2H), 0.77 (m, 2H), 2.90 (m, 1H), 
7.64 (m, 1H), 7.72-7.89 (m, 4H), 8.03 (d, 1H), 8.13 (s, 1H), 8.66-8.78 (m, 4H), 8.84 
(s, 1H), 9.72 (br, NH). 

10 

EXAMPLE 18 

N-CycIopropyl-143-(4-cthyltruophenyl)phenyl]-l,4-dihy(lro[l,8]naphthyridin-4- 

one-3-carboxamide 




Following the procedure of Step 2 of Example 14 but substituting- 4- 
ethylthiobenzeneboronic acid for pyridine-3-boronic acid 1,3-propanediol cyclic ester 
the title compound was obtained as a solid. 

*H NMR (CDC1 3 ) 8 0.72 (m, 2H), 0.90 (m, 2H), 1.48 (t, 3H), 3.03 (m, 
20 3H), 7.42 (d, 3H), 7.50 (m, 1H), 7.57 (d, 2H), 7.64 (s, 1H), 7.68 (t, 1H), 7.78 (d, 1H), 
8.75 (m, 1H), 8.85 (d, 1H), 9.10 (s, 1H), 9.83 (br, NH). 



EXAMPLE 19 

25 
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10 



N-Ctydopropyl-l-[3^3-tMenyl)pheny^ 

carboxamide 




Following the procedure of Step 2 of Example 14 but substituting 3- 
thiopheneboronic acid for pyridine-3-boronic acid 1,3-propanediol cyclic ester the 
title compound was obtained as a white solid. 

l H NMR (Acetone-d 6 ) 5 0.60 (m, 2H), 0.79 (m, 2H), 2.96 (m, 1H), 
7.57-7.72 (m, 5H), 7.92-7.98 (m, 2H), 8.05 (s, 1H), 8.74 (s, 1H), 8.78 (d, 1H), 8.93 
(s, lH),9.74(br,NH). 



EXAMPLE 20 



15 



N-Cyclopropyl-l-t3-(4-sulfamoylphenyl)phenyl]-l»4-dihydroEl,8]naphthyridln- 

4-one-3-carboxamide 
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Step 1: 4-Sulfamoylbenzeneboronic acid pinacol ester 

A mixture of 4-bromobenzenesulfonamide, diboron pinacol ester 
(l.leq), potassium acetate (3.5eq) and l,l'-bis 

(diphenylphosphino)ferrocene]dichloropalladium(II) (0.05eq) im N f N- 
5 dimethylformamide (4ml/minol) was heated at 85°C for 18 hours. After quenching 
with saturated aqueous ammonium chloride solution the mixture was partitioned 
between ethyl acetate and water and the product from the organic phase was 
chromatographed on silica gel eluting with a 1:1 mixture of ethyl acetate and hexane 
to afford the 4-Sulfamoylbenzeneboronic acid pinacol ester as a solid. 

10 

Step 2: N-CYclopropvl-l-f3-f4>sulfamovlphenvl)phenyn-L4- 

dihvdror 1 .81naphthyridin-4-one-3-carboxamide 

A mixture of N-cyclopropyl-H3-bromophenyl)-l ,4- 

dihydro[l,8]naphthyridin-4-one-3-carboxamide ? boronate from Step 1 (L2eq), 
15 palladium acetate (O.leq), triphenylphosphine (0.35eq) and 2M aqueous sodium 

carbonate (3.5eq) in n-propanol (lOml/mmol) was stirred at 85°C for 1 hour. After 

cooling, the mixture was quenched with saturated aqueous ammonium chloride 

solution and partitioned between ethyl acetate and water, and the product from the 

organic phase was chromatographed on silica gel eluting with a 1:5:4 mixture of 
20 ethanol, ethyl acetate and methylene chloride to afford the N-Cyclopropyl-l-[3-(4- 

sulfamoylphenyl)phenyl]-l ,4-dihydro[ l,8]naphthyridin-4-onp-3-carboxamide 

compound as a solid. 

'H NMR (Acetone-d 6 ) S 0.62 (m, 2H), 0.82 (m; 2H), 2.98 (m, 1H), 

6.66 (br, NH 2 ), 7.64 (m, 1H), 7.74 (m, 1H), 7.80 <t, 1H), 7.97-8.05 (m, 5H) f 8.10 (m, 
25 1H), 8.76 (m, 1H), 8.81 (dd, 1H), 8.97 (s, 1H), 9.77 (br, NH). 

EXAMPLE 21 

30 N4sopropyl-l-[3-(3-ethoxyphenyl)phenyll-l,4-dihydro[l,8]napM 

3-carboxamide 
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Step 1: Ethvl l-r3-(3-ethoxvphenvnDhenvn-l^ 
carboxvlate 

Following the procedure of Step 5 of Example 1, but substituting 
5 ethyl MS-bromophenylH^dih^ from 
Step 2 of Example 1 for N-isopropyH-(3-bromophenyl)-l,4- 
dihydro[13]naphthyridin^-one-3-cart>oxamide, and 3-ethoxybenzeneboronic acid 
for 3-acctylbenzeneboronic acid, the Ethyl l-[3-(3-ethoxyphenyl)phenyl]-l,4- 
dihydro[l,8]naphthyridin-4-one-3-carboxylate compound was obtained as a solid. 

10 

Step 2: l-r3-(3-Ethoxvphenvnph^ ^ 
carboxvlic acid 

Following the procedure of Step 3 of Example 1 but substituting ethyl 
H3-(3-ethoxyphenyl)phenyl>^ 
15 from step 1 for ethyl l-(3-bromophenyl)-l,4-dihydro[l f 83naphthyridin^4-one-3- 

carboxylate the l-[3^(3-Ethoxyphenyl)phenyl]-l ( 4-dihydro[l,8]naphthyridin^ne-3^ 
carboxylic acid compound was obtained and used without purification in the next 
step. 

20 Step 3: N-Isopropyl- l-f3-(3-efooxvphenvDp^^ 

one^3-carboxamide 

A mixture of l-[3-(3-ethbxyphenyl)phenyl]-l,4- 

dihydro[l,8]naphthyridin-4-one-3-carboxylic acid from Step 2 and thionyl chloride 

(4eq) in tetrahydrofuran (lOml/mmol) was refluxed for 45 minutes, then evaporated 
25 The residue was dissolved in the same volume of tetrahydrofuran, isopropylamine 

(5eq) was added and the mixture was stirred at room temperature for 18 hours. After 
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quenching with saturated aqueous ammonium chloride solution, the resulting mixture 
was partitioned between ethyl acetate and water, and the product from the organic 
phase was chromatographed on silica gel eluting with 10% ether in methylene 
chloride to afford the N-Isopropyl- l-[3-(3-ethoxyphenyl)phenyl]-l,4- 
5 dihydro[l,8]naphthyridin-4-one-3-carboxainide compound as a solid. 

l H NMR (CDCI3 ) 8 1.29 (d, 6H), 1.42 (t, 3H), 4.08 (q, 2H), 4,28 (m, 
1H), 6.91 (d, lH) f 7.12 (s, 1H), 7.18 (d, 1H), 7.34 (t, 1H), 7.40 (d, lH)/7.46 (m, 1H), 
7.60-7.65 (m, 2H), 7.75 (d, 1H), 8.71 (brs, 1H), 8.82 (dd, 1H), 9.08 (s, 1H), 9,70 (br, 
NH). 

10 

EXAMPLE 22 

N-IsopropyM-[3-(4-methylthiophenyy^^ 
15 one-3-carboxamide 




CH 3 



Step 1: Bthvl M3-(4-methylthiophenvnphem 
3-carboxvlate 

Following the procedure of Step 5 of Example 1, but substituting 
20 ethyl lK3-bromophenyl>l,4-dihydro[l,8]naphthyridin-4-one-3^arboxylate from step 
2 of example 1 for N-isopropyl-l-(3-bromophenyl>l,4-dihydro[l,8]naphthyridin-4- 
one-3-carboxamide, and 4-methylthiobenzeneboronic acid for 3- 
acetylbenzeneboronic acid, the Ethyl l~[3-(4-methylthiophenyl)phenyl]-l ,4- 
dihydrotl^lnaphthyridin^one-S-carboxylate compound was obtained as a solid. 
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Ste p 2: l-r^-(4-methylthiophenvn phenvn-l. 
ca fooxvlic acid 

Following the procedure of Step 3 of Example 1 but substituting ethyl 
HM4-nK*hylthiophen^^ 

from Step 1 for ethyl lK3-bromophenyl>l,4-dihydro[l,8]naphthyridin-4-one-3 T 
carboxylate the l-[3K4-methylthiophenyl)phenyl]-l,4-dihydro[13]naphthyridin-4- 
one-3-carboxylic acid compound was obtained as a solid. 



10 Sfeai » ^^ton yi-t -r^U4- me thvlthioohenvnphenvn-l 4-difiyamn ,^naphthyridin- 
4_™»-l-r.nrhnxamide 

Following the procedure of Step 3 of Example 21 but substituting 1- 

[3^4-methyltluophenyl)phen^^ 

acid for l-[3-(3-ethoxyphenyl)phenylH ,4-dihydro[l,8]naphthyridin^-one-3- 
15 carboxylic acid the N-Isopropyl-l-[3-(4-methylthiophenyl)phenyl]-l ,4- 

dihydro[l,8]naphthyridin-4-one-3-carboxamide compound was obtained as a white 

. solid. 

*H NMR (Acetone-d 6 ) 8 1.24 (d, 6H), 2.52 (s, 3H), 4.18 (m, 1H), 
7.37 (d, 2H), 7.58-7.62 (m, 2H), 7.69-7.73 (m, 3H), 7.87 (d, 1H), 7.96 (s, 1H), 8.72 
20 (m, 1H), 8.78 (dd, 1H), .8.91 (s, 1H), 9.65 (br, NH). 



EXAMPLE 23 



25 



N-IsopropyH-[3-(3-acetyl-4-hydroxyphenyl)phmyll-l,4- 
dlhydro[l,8]iiapIithyridin-4-oiie-3-carboxamide 
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A mixture of 5 , -bromo-2*-hydroxyacetophenone, diboron pinacol 
ester (1 .25eq), potassium acetate (3eq) and [ 1 , 1 * -bis 
(diphenylphosphino)ferrocene]dichloropalladium(II) (O.QSeq) in NJM- 
5 dimethylformamide (lOml/mmol) was stirred at 80°C for 3 hours and cooled down. 
A solution of NJsoprt>pyl-l-(3-bromophenyl)-l,4-dih^ 
carboxamide from Example 1, Step 4 (0.75eq) in N f N-dimethylfonnamide 
^ml/mmol), [1 J'-bis(diphenylphospHno)fem)cene]dicWoropalladium(n) (0.05eq). 
and 2M aqueous sodium carbonate (8.5eq) were added and the resulting mixture was 

10 stirred at 80°C for 2.5 hours. The cooled mixture was partitioned between ethyl 
acetate and water and the product from the organic phase was chromatographed on 
silica gel eluting with 60% ethyl acetate in hexane to afford the title compound as a 
light yellow solid. 

*H NMR (Acetone-d 6 ) 5 1.24 (d, 6H), 2.75 (s, 3H) f 4.19 (m, IH), 

15 7,06 (d, 1H), 7.59-7.63 (m, 2H)> 7.72 (t, 1H), 7.92 (d, IH), 7.97 (d, IH), 8.02 (s, IH), 
8.33 (s, IH), 8.73 (m, IH), 8.78 (dd, IH), 8.90 (s, IH), 9.65 (br, NH). 



EXAMPLE 24 

20 

. N-Isopropyl-l-[3-(5-carboethoxypyridin-3-yl)phenyl]-l,4- 
dihydro[l,8]naphthyridin-4-one-3-carboxamide 
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10 




CT XH a 



Following the procedure of Example 23 but substituting N-isopropyl- 
H3-bromophenyl>l,4-dihydio[^^^ for S^mo- 

2'-hydroxyaoetophenone and ethyl 5-bromonicotinate for N-isopropyl-H3- 
biomophenylH^yd^^ *e title compound 

was obtained as a beige solid. 

! HNMR (CDC1 3 > 6 1.29 (d, 6H), 1.40 (t, 3H), 4.28 (m, 1H), 4.42 (q, 
2H) 7.45-7.51 (m, 2H), 7.68 (s, 1H). 7.71 (t, 1H), 7.80 (d, 1H), 8.49 (s, 1H), 8.59 (m, 
1H), 8.82 (d, 1H), 9.03 (s, 1H), 9.07 (s, 1H), 9.23 (s, 1H), 9.64 (br, NH). 



EXAMPLE 25 



15 



N -Isopropyl-l-{3-[5-a-hy«l^^ 

dihydro[l,81naphthyridin-4-one-3-carboxamide 




Haft CH 3 



Ste p 1: s.Brori^^-^l-hvdroy Y-'-^^Y 1 ?^ 0 ^ 118 



-77- 



WO 02/094823 



PCT/CA02/00746 



To a solution of ethyl 5-bromonicotinate (1.02g, 4.4nunol) in diethyl 
ether (15ml) at -30°C was added a 3M solution of methyl magnesium bromide (4ml, 
12mmol)in ether. The resulting slurry was then refluxed for 2 hours then cooled and 
quenched with an excess of O.SM aqueous monobasic sodium phosphate and 
5 partitioned between ether and water The product from the organic phase was 
chromatographed on silica gel eluting with a 2:1:2 mixture of ether, pentane and 
ammonia-saturated methylene chloride to afford the 3-BromQ-5-( 1-hydroxy- 1- 
methylethyl)pyridine compound as a yellow oil. 

10 Step 2: N-Isopropvl-l-f 345-( l-hvdioxv>l-methvlethvnpvridin-3-vnnhenvl^l.4- 

dihvdit>ri.81naphthvridin-4-one-3-carboxainide. 

Following the procedure of Example 24, but substituting the 3-bromo- 

5-(l-hydroxy-l-methylethyl)pyridine from Step 1 for ethyl 5-bromonicotinate t the 

title compound was obtained as a yellow foam. 
15 ! H NMR (CDC1 3 ) 5 1.28 (d, 6H), 1.62 (s, 6H), 2.52 (bra, 1H), 4.25 (m, 

1H), 7.41-7.48 (m, 2H), 7.60-7.68 (m, 2H), 7.75 (d, 1H), 8.05 (s, 1H), 8.67-8.71 (m, 

3H), 8.80 (dd, 1H), 9.03 (s, 1H), 9.66 (br t NH). 

20 EXAMPLE 26 

N-Isopropyl-l-{3-[6"(2-methylpropyl)pyridin-3-yl]phenyl}-1^4- 
dihydro[l,8]naphthyridin-4-one-3-carboxamide 




25 Step 1: 5-Bromo^f2-methvlpropvnpvridine 
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To a solution of 2,5-dibromopyridine (4.5g, 19mmol) in 
tetrahydrofuran (50ml) was added [1,1' -bis 

(diphenylpbosphino)ferrocene]dichloronickel (H) (103mg, 0.19mmol) and the 
resulting mixture was cooled to -10°C. A 2M solution of isobutyhnagnesium 
5 bromide in ether (12.4ml, 24.7mmol) was added slowly and the mixtuie was stirred at 
-10 to 10°C for 3.5 hours. After quenching with saturated aqueous ammonium 
chloride solution, the mixture was partitioned between ether and water and the . 
product from the organic phase was chromatographed on silica gel eluting with 10% 
ether in pentane to afford the 5-Bromo-2-(2-methylpropyl)pyridine compound as a 
10 volatile oil. 

Step 2: N-Isopropvl-l-(3-r6-f2-methvlpropvnpvridin-3-vn D henvn-1.4- 
o!mvdrori.81nap hthvridin-4-one-3-carboxarnid e 

Following the procedure of Example 24 but substituting S-bromo-2- 
15 (2-methylpn>pyl)pyridine from Step 1 for ethyl 5-bromonicotinate the N-Isopropy]-1- 
{3-[6^2-memylpropyl)pvridin-3-yl]phenyl}-l,4-dihydro[l,8]naphthyri^ 
carboxamide compound was obtained as a white solid. 

'H NMR (CDC1 3 ) 5 0.92 (d, 6H), 1.28 (d, 6H), 2.10 (m, 1H), 2.69 (d, 
2H), 4.28 (m, 1H), 7.19 (d, 1H), 7.40-7.47 (m, 2H), 7.60 (s, 1H), 7.64 (t, 1H), 7.73 (d, 
20 1H), 7.79 (dd, 1H), 8.68 (m, 1H), 8.77-8.83 (m, 2H), 9.05 (s, 1H), 9.66 (br, NH). 

EXAMPLE 27 

25 N-IsopropyI-l-[3-(5-acetylpyridm^ 

one-3-carboxamide 



-79- 



WO 02/094823 



PCT/CA02/00746 




Ste p 1: 3-Acetvl-5 -bromopvridine 

To a solution of ethyl 5-bromonicotinate (3.9g, 16.9mmol) in ether 
(50ml) at 0°C was added a 3M solution of methylmagnesium bromide (i6.9ml, 

5 50.8mmol). The resulting thick slurry was warmed slowly to room temperature and 
after 1.5 hours it was poured slowly into an excess of 1M aqueous monobasic sodium 
phosphate. The mixture was partitioned between ether and water and the product 
from the organic phase was chromatographed on silica gel, elutdng with a 1:1:2 
mixture of ether, pentane and ammonia-saturated methylene chloride to afford the 3- 

10 acetyl-5-bromopyridine compound. This preparation also afforded 3-bromo-5-(l- 
hydroxy~l-methylethyl)pyridine described in Example 25. 



Step 2: N-kopropvl-l-r3-(5~acetvIpYridm^ 
4-one-3-carboxamide 

15 Following the procedure of Example 23 but substituting 3-acetyl-5- 

bromopyridine from Step 1 for ethyl 5-bromonicotinate the N-isopropyH-[3-(5- 
acetylpyridin-3-yl)phenyl]-l ,4-dihydro[l ,8]naphthyridin-4-one-3-carboxamide v 
compound was obtained as a white solid. 

] H NMR (CDC1 3 ) 5 1.29 (d, 6H), 2.69 (s f 3H), 4.28 (m, 1H), 7.48 (dd, 

20 1H), 7151 (d, 1H), 7.69 (s, 1H), 7.72 (t, 1H), 7.80 (d, 1H), 8.42 (s, 1H), 8.69 (m, 1H), 
8.82 (d, 1H), 9.05 (s, 2H) 9.17 (s, 1H), 9.63 <br, NH). 



EXAMPLE 28 

25 
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one- 3-carboxamide 




N CH 3 



5 Stea ^^^e 

J tnethylmagnesium chloride for isobutylmagrvcsium bromide the 5-bromo-2- 
memylpyridine compound was obtained as a solid. 

methylpyridine from Step 1 for ethyl 5-bromonicotinate the 

compound was obtained as a solid. 
. - . » H NMR (CDCU) 5 1.32 (d, 6H). 2.63 (m, 3H), 4.30 (m, 1H), 7.25 (d, 

1H) 7.45-7.51(m,2H).7.63(s,lH),7.69(UH),7.77(d,lH),7.82(dd,lH), 8J2 

(m, 1H), 8.78 (s. 1H), 8.85 (d, 1H), 9.08 (s, 1H), 9.68 (br. NH). 



EXAMPLE 29 

20 



N.Cyclopropyl-l-[3-(l-oxldopyriinidln.S-yl)phenyl]-l,4. 
dihydroll,8]naphthyrldin-4^ne-3-carboxaniide 
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Ste p 1: 5-Bromo-l-oxidopvrimidine 

To 5-bremopyrimidine (2.05g, 12.9mmol) in methylene chloride 
(25ml) was added m-chloroperoxybenzoic acid (ca 70% pure, 3.17g, 12.9mmol) and 
5 the resulting mixture was stirred at room temperature for 5 days. Calcium hydroxide 
(lg) was added and after 10 minutes the mixture was filtered through celite. The 
product from evaporation of the filtrate was chromatographed on silica gel eluting 
with ethyl acetate to afford the 5-bromo-l-oxidopyrimidine.compound as a white 
solid. 

10 

Step 2: N-Cvclopropvl-l-r3^1-oxidoi3vrimidinvl-S-vl)phenvn-l,4- 

dihvdron ,81naphthyridin-4-one-3-carboxamide 

Following the procedure of Example 24 but substituting 5-bromo-l- 

oxidopyrimidine from Step 1 for ethyl 5-bromonicotinate and N-cyclopropyl-l-(3- 
15 bromophenyl)-l,4-dihydro[l,8]naphthyridin-4-one-3-carboxainide for N-isopropyl-1- 

(3-bremophenyl)-l,4-dihydro[l,8]naphthyridin«4-one-3^arboxamide, the N- 

Cyclopropyl-1 - t3-(l-oxidopyrimidinyl-5-yl)phenyl]-l,4-dihydro[l ,8]naphthyridi*4- 

one-3-carboxamide compound was obtained as a white solid. 

J H NMR (CDC1 3 ) 5 0-66 (m, 2H), 0.84 (m, 2H) t 2.97 (m, 1H), 7.48 
20 (m, 1H), 7.58 (d, 1H), 7.65 (s, lH) t 7.71 (d, 1H), 7.77 (t, 1H), 8.46 (s, 1H), 8.60 (s, 

1H), 8.68 (brs, 1H), 8.81 <dd, 1H), 8.98 (s, 1H)* 9.02 (s, 1H), 9.72 (br f NH). 



EXAMPLE 30 

25 
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dihydro[l,8]naphthyridin-4-one-3-carboxamide 




5 To a suspension of 2,5-dibromopyridine in toluene (12ml/mmol) 

" cooled to -78°C was added n-butyllithium 2.5M in hexanes <1.05eq) and the resulting 
mixture was stirred in the cold for 2.5 hours. Acetone (2eq) was added and sumng 
waS continued for l.Sh. After quenching with saturated aqueous ammonium chloride 
solution, the mixture was warmed to room temperature and partitioned between ethyl 
10 acetate and water. The product from the organic phase was chromatographed on 
silica gel eluting with 20% ethyl acetate in hexane to afford the 5-Bromo-2-(l- 
hydroxy-l-methylethyl) pyridine compound as a syrup. 

* S-Bromo- 'M 1 -^rnxv-l-mrthvWhyl) pyridine N-oxide, 
15 to a solution of 5-bromo-2-(l-hydroxy-l»rnethylethyl) pyridine from 

Step 1 in methylene chloride (5ml/mmol) at room temperature was added m- 
chloroperoxybenzoic acid70% (l.leq) and the resulting mixture was stirred at room 
temperature for 18 hours. An excess of calcium hydroxide was added and after 5 
minutes the mixture was filtered through abed of celite. The crude product from 
20 evaporation of the filtrate was chromatographed on silica gel eluting with 80% ethyl 
acetate in hexane and the 5-bromo-2-(l-hydroxy-l-methylethyl) pyridine N-oxide 
compound was obtained as a white solid. 
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Step 3: l-(3-bromophenvlV1.4-fl^ 

Following the procedure of Step 4 of Example 1 but substituting 28% 
aqueous ammonium hydroxide for isopropylamine the l-(3-bromophenyl)-l ,4- 
dihydro[l t 8]naphthyridin"4~one-3-carboxamide compound was obtained as a solid. 

5 

Step 4: 1-f 3-r6^1-hvdroxv-l-methvte^ 
dihvdrori.81naphthvridin-4-one-3-carboxamide 

Following the procedure of Example 24 but substituting 5~bromo-2- 
(1-hydroxy-l-methylethyl) pyridine N-oxide from Step 2 above for ethyl 5- 
10 bromonicotinate and l-(3-bromophenyl>l ^dihydroCI^lnaphthyridin^one-S- 
carboxamide for N-isopiopyl-l-(3-bromophenyl>l,4-d&^ 
one-3-carboxamide, the l-{3-[6-(l-hydroxy-l-methylethyl)-l-oxidopyridin-3- 
yl]phenyl}-l,4-dihydro[l t 8]naphthyridin^one-3-carboxamide compound was 
obtained as a solid. 

15 ! H NMR (CDC1 3 ) S 1.76 (s, 6H) t 5.83 (br, 1H, NH). 7.50 (d, 1H>, 

7.55 (m, 1H), 7.57-7.62 (m, 2H), 7.65 (m, 2H), 7,72-7.78 (m, 2H), 8.55 (s, 1H, OH), 
8.75 (m, 1H), 8.90 (dd, 1H), 9.08 (s, 1H), 9.52 (br, 1H, NH). 

20 EXAMPLE 31 

N-IsopropyI-l-{3-[4-(pyridin-3-yl)pta 

4-one-3-carboxamide 
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Step 1: N-Isopropvl-1^3-(4.4.5.5.-tet« miethvl-13.2-dioxaborolan-2-vlVhenvn-l ,4- 
dihvdrori .81na^hthvridin-4-one-3-carboxamide 

A mixture of N-isopropyl-l-(3-bromophenyl)-l,4- 
dihydro[l,8]naphthyridin-4-one-3-carboxamide from Step 4 of Example 1, diboron 
5 pinacol ester (l.leq), potassium acetate (3.5eq) and [l.l'-bis 

(diphenylphosphino)ferrocene]dicWoropalladium(II) (0.05eq) in N,N- 
dimethylformamide (5ml/mmol) was stirred at 85°C for 18 hours. A further amount 
of diboron pinacol ester (0.4eq) and palladium catalyst (0.05eq) were added and 
heating and stirring were continued for a further 24 hours. After cooling, the mixture 

10 was partitioned between ethyl acetate and water, and the crude product from the 

organic phase was chromatographed on silica gel eluting with a 1:1 mixture of ethyl 
acetate and hexane. The product was then stirred in hexane at room temperature for 
several hours and filtered to afford the N-Isopropyl-l-[3-(4,4,5,5,-tetramethyl-l > 3,2- 
dioxaborolan-2-yl)phenyl]- 1 ,4^ihydro[l,8]naphmyridin^<»ne-3^arboxamide 

15 compound as a white solid. 

Step 2: 3-(4-Bromophenvr)pvridine 

A mixture of pyridine-3-boronic acid 1,3-propanediol cyclic ester, 4- 
bromoiodobenzene (l.leq), [l.l'-bis 

20 (diphenyIphospWno)ferrocene]dichloropalladium(II) (0.05eq) and 2M aqueous 

sodium carbonate (5eq) in N^Sf-dimethylformamide (2ml/mmol) was stirred at 85°C 
for 4 hours. After quenching with saturated aqueous ammonium chloride solution, 
the mixture was partitioned between ethyl acetate and water, and the crude product 
from the organic phase was chromatographed on silica gel eluting with a 1:9 mixture 

25 of ethyl acetate and hexane to afford the 3-(4-Bromophenyl)pyridine compound as a 
solid. 

Step 3: N-Isoprop vl-l-f3-r4-(pvridin-3-vnphenvnnhenvn-1 .4- 
dihvdrof 1 .87naphthvridin-4-one-3-carboxamide 
30 A mixture of the boronate from Step 1, 3-(4-bromophenyl)pyridine 

from Step 2 (1.5eq), [l.l'-bis (diphenylphosphino)ferrocene]dicluoropallao^imi(10 
(0.05eq) and 2M aqueous sodium carbonate (5eq) in N^J-dimemylformamide 
(7ml/mmol) was stirred at 85°C for 1 hour. After cooling, the mixture was 



-85- 



WO 02/094823 



PCT/CA02/00746 



10 



partitioned betwe6n ethyl acetate and water. The crude product from the organic 
phase was chromatographed on silica gel eluting with a 7:3 mixture of ethyl acetate 
and methylene chloride to afford the N-IsopropyH-{3-[4-(pyridin-3- 
yl)phenyl]phenyl }-l,4-dihydro[l,8Jnaphthyridin-4-one-3-carboxamide compound as 
a solid. 

l H NMR (CDC1 3 ) 8 1.30 (d, 6H), 4.25 (m, 1H), 7.35 (m, 1H), 7.39- 
7.48 (m, 2H), 7.60-7.75 (m, 6H), 7.80 (d, lH) f 7.90 (d, 1H), 8.58 (d, 1H), 8.70 (m f 
lH) t 8.82 (d, 1H), 8.88 (s, 1H), 9.08 (s, 1H), 9.68 (br, NH), 



EXAMPLE 32 



15 



20 



N-CycIopropyl-l-[3-(5-methylsuIfonylpyridin"3-yl)Iphenyl]*l,4- 
dihydro[l,8]naphthyridin-4-one-3-carboxamide 




O v PH 3 



Step, 1: N-CyclopropyH-rS-^A^ V 

1 ,4-dihvdror 1 .81naphthvridin-4one-3-carboxamide 

Following the procedure of Step 1 of Example 31 but substituting N- 
cyclopropyM-(3-bromophenyl>l ,4-dfo^ 

from step 1 of example 14 for N-isopropyl-l-(3-bromophenyl)-l 4 4- 
dihydrp[l,8]naphthyridin-4-one-3-carboxamide the N-CyclopropyM-[3-(4,4,5,5,- 
tetramethyl-l,3,2-dioxaborolan-2-yl)phenyl]-l,4^hydro[l f 8]naphthyri 
carboxamide compound was obtained as a white solid. 



25 Step 2: 3-Bromo->5-methvlsulfonvlpyridine 
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To 3,5-dibromopyridine (2.96g, 12.5mrnol) in diethyl ether (70ml) at 
78°C was added n-butyllithium 1.6M in hexanes (8.6ml, 13.7mmol) and the 
resulting mixture was stirred in the cold for 3 hours. Dimethyl disulfide (1 12ml. 
12 Smmol) was added and the mixture was wanned to room temperature, then 

5 partitionedbetweenemerandwater-Tomecrudeproductfrom 

organic phase was added tetrahydrofuran (80ml), methanol (20ml),,oxone (17g) and 
enough saturated aqueous sodium bicarbonate to afford a sUghdy basic medium. 
After stirring for 4 hours at room temperature, an excess of 1M aqueous sodium 
metabisulfite was added, the organic solvents were evaporated, and the residue was 

L0 partitionedbetween ethyl acetate and water. The crude product frorr .the organic 
phase was stirred in a small volume of ethyl acetate and filtered to afford the 3- 
Bromo-5-methyl8ulfonylpyridine compound as a solid. 

15 AKyArn ] 1 .Rinap tithyridin^-onfl-l-carboxamide 

1 flMDI FonLngmeprocedureofStepSofExampfeaibutsubstttuUngS- 
bromo-5-methylsulfonylpyridine from Step 2 above for 3^bromoptenyl)pyndine, 
andN-cyclopropyl-H3^^^ 

mhydro[l,8]naphmyridin^ne-3^arboxamide from Step 1 for N-isopropyl-H3- 

20 lis 5 _tetramethyl-^^ 

4-ottt-3-carboxamide, the N-Cyclopropyl-l-[3K5-methylsulfonylpyridin-3- 

yl)]phenyl]-l,4-dihydr^ compound was 

obtained as a solid. . 

>H NMR (CDCI3) S 0.71 (m, 2H), 0.90 (m, 2H). 3.03 (m, IH), 3.21 (s, 
25 3H) 7 53 (m, IH), 7.60 (d, IH), 7.74 (s. IH), 7 .80 (t, IH), 7.86 (d, IH), 8.45 (m, IH), 
8 74 (m, IH), 8.86 (d, IH), 9.09 (s, IH), 9.20 (d, 2H), 9.78 (br, NH). 



EXAMPLE 33 



30 



N-Cyctopropyl-l-{3-^^ 

lAdftydro[131naphthvridm^-one-3-carboxamide 
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Step 1: Methyl 2-bromoisonicotinate 

To a solution of 2-bromoisonicotinic acid (Chenu Pharm. Bull.* 
38:2446(1990)) (2.0g) in tetrahydrofuran (100ml) was added excess ethereal 
5 diazomethane and the resulting mixture was stirred at room temperature for 1 hour. 
The mixture was evaporated and the product chromatographed on silica gel eluting 
with a 1:3 mixture of ethyl acetate and hexane to afford the Methyl 2- 
bromoisonicotinate ester as a colorless liquid. 

10 Step 2: 2-Bromo-4>(l-hydroxY-l-methy lethYl)pYridine 

Following the procedure of Step 1 of Example 25, but substituting 
methyl 2-bromoisonicotinate from Step 1 for ethyl 5-bromonicotinate, the 2-Bromo- 
4-(l'hydroxy-l-methylethyl)pyridine compound was obtained as a white solid. 



15 



20 



Step 3: 2-Bromo-4-( l-hvdroxv-l-methvlethvl)nvridine-N-oxide 

Following the proceduie of Step 2 of Example 30 but substituting 2- 
bromo-4-(l-hydroxy-l-methylethyl)pyridine from Step 2 for 5 -bromo-2-( 1 -hydroxy- 
1-methylethyl) pyridine the 2-Bromo-4-(l-hydroxy-l-methylethyl)pyridine-N-oxide 
compound was obtained as a white solid. 

Step 4: N-Cvclopropvl>l-(3-r4-(l-hvdroxy'l-methvlethvlVl-oxidopvridin-2- 
vllphenvl }A .4-dihydrpr 1 .81naphthvridin>4-Qne-3-carboxamide 



-88- 



WO 02/094823 



PCT/CA02/00746 



10 



Following the procedure of Step 3 of Example 32, but substituting 2- 
biomo^(l-hyd^xy-l-methylethyl)pyridine-N-oxide from Step 3 for 3-bromo-5- 
methylsulfonylpyridine, the N-Ctyclopropyl-l-{3-[4-(l-hydroxy-l-^^ 
oxifopyridm-2-yl]phenyl}-l,4-dihydro^^ 
compound was obtained as a beige solid. 

*H NMR (DMSO-d«) 8 0.57 (m, 2H), 0.79 (m, 2H), 1.45 (s, 6H), 2.90 
(m, 1H), 5.35 (s, 1H, OH), 7.48 (m, 1H), 7.64 (m, 1H), 7.72 (m, 3H), 8.11 (m, 2H), 
8.30 (d, 1H), 8.72 (dd, 1H), 8.78 (m, 1H), 8.82 (s, 1H), 9.72 (br, NH). 



EXAMPLE 34 



15 



20 



N-C^dopTOpyl-lK3-[5-(l-hydTOxya-methyletoyl)pyridln-2-yl]phenyl>l*4- 
dihydro[l,8]naphthyridin-4-one-3-carboxamide 




gtgg 1: 2-Bromo-5-fl-hvdroxv-l-meth vlethvnpvridine 

A solution of 2,5-dibiomopyridine in diethyl ether (5ml/mmol) was 
cooled to -78°C, and n-butyllithium 2.5M in hexanes (1.05eq) was added slowly. 
After 2h in the cold, acetone (1.3eq) was added and stirring was continued for 1 hour. 
The resulting mixture was quenched with saturated aqueous ammonium chloride 
solution, warmed to room temperature, and partitioned between ether and water. The 
crude product from the organic phase was triturated with 1:1 ether-hexane and 
filtered to afford the 2-BK>mo-5-(l-hydroxy-l-methylethyl)pyridine compound as a 
solid. 
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Step 2: N-Cvclopropvl-l-f345-^ 

dihvdrof 1 « 81naphth\n^din-4-one-3-carboxamide 

Following the procedure of Step 3 of Example 32, but substituting 2- 
5 biomo-5-(l-hydroxy-l-methylethyl)pyridine from Step 1 for 3-bromo-5- 
methylsulfonylpyriditie, the N-Cyclopropyl- 1 - { 3-[5-(l -hydroxy- 1 - 
methylethyl)pyridin-2-yl]phenyl}-l,4-dihydro[l,8]naphthyri 
compound was obtained as a solid. 

! HNMR (CDCI3) 5 0.71 (m, 2H), 0.90 <m, 2H), 1.68 (s, 6H), 1.85 (s, 
10 1H, OH), 3.04 (m, 1H), 7.45-7.52 (m, 2H), 7.71 (t, 1H), 7.79 <d, 1H), 7.95 (dd, 1H), 
8.16 (s> 1H), 8.20 (d, 1H), 8.72 (m, 1H), 8.80-8.87 (m, 2H), 9.12 (s, 1H), 9.82 (br, 
NH). 



15 EXAMPLE 35 

N-CycIopropyI-l-{3-[3-(l-hydroxy-l-methylethyl)pyridin-4-yI]phenyl}-l,4- 
dihydro[l,8]naphthyridin-4-one-3-carboxamide 




20 Step 1: 4-Bromo-2-f l-hvdroxv-l-methvlethyl)pvridine 

Following the sequence described in Steps 1-2 of Example 33, but 
substituting 4-bromopicolinic acid (Aust. 7. Chem. 24:390(1971)) for 2- 
bromoisonicotinic acid in Step 1, the 4-Bromo-2-(l -hydroxy- l-methylethyl)pyridine 
compound was obtained as a white solid. 
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Step 2:N-C^loDtODvl-l-f3-r3-( l-hvdroxv-l-meth^ethvnpvridin-4-vnphenvn-1.4- 
dihvdrorL81naphthvridin-4-one-3-eaThn^flmHft 

Following the procedure of Step 3 of Example 32, but substituting 4- 
bromo-2-(l-hydroxy-l-methylemyl)pyridine from Step 1 for 3-bromo-5- 
5 methylsulfonylpyridine, the N-CyclopropyH-{3-[3-(l-hydroxy-l- 

methylethyl)pyridin-4-yl]phenyl }-l,4-dihydro[l ,8]naphthyridin-4-one-3-carboxamide 
compound was obtained as a beige solid. 

! H NMR (DMSO-ds) 5 0.57 (m, 2H), 0.78 (m, 2H), 1.48 (s, 6H), 2.91 
(m, 1H), 5.27 (s, 1H, OH), 7.62-7.66 (m, 2H), 7.72 7.79 (m, 2H), 8.01 (m, 1H), 8.10 
10 (s, 1H), 8.58 (d, 1H), 8.73-8.79 (m, 2H), 8.84 (s, 1H), 9.73 (br, NH). 

EXAMPLE 36 

1 5 Synthesis of N-Cydopropyl-l-{3-[3-(l-hydroxy-l-methyIethyl)-l-oxidopyridin-4- 
ynphenyl}-l,4-dihydro[l,8]naphthyii<Jin-4-one-3-carb«xamide 




Step 1: 4-BromQ -2-(l-hvdroxv-l-methvlethvlfavridine N-oxide 

Following the procedure of Step 2 of Example 30, but substituting 4- 
20 bromo-2-(l-hydroxy-l-memyIethyl)pyridine from Step 1 of Example 35 for 5- 
bromo-2-(l-hydroxy-l-methylethyl) pyridine, the 4-Bromo-2-(l-hydroxy-l- 
methylethyl)pyridine N-oxide compound was obtained as a white solid. 

Step 2: N-CycIopropvI-l-f 3-r3-fl-hvdroxv-l-methvlethvlVl-oxidonvridin-4- 
25 vl1phenvll-1.4-dihvdrori.8lnaDhthvri din-4-one-3-c firhox a mirift 
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Following the procedure of Step 3 of Example 32, but substituting 4- 
bromo-2Kl*hydroxy-l-methyIethyl)pyridine-N-oxide from Step 1 for 3-bromo-5- 
methylsulfonylpyridine, the N-CyclopropyH-{3-[3-(l~hydroxy-l-methylethyl)-l- 
oxidopyridin-4-yl]phenyI }-l ,4-dihydro[l,8]naphthyridin-4-one-3-carboxamide 
5 compound was obtained as a beige solid 

! H NMR (DMSO-d 6 ) 5 0.57 (m, 2H), 0.78 (m, 2H), 1.62 (s, 6H), 2.90 
(m, 1H), 6.99 (s, 1H, OH), 7.65-7.84 (m, 4H), 7.94 (s, 1H), 8.03 (dd, 1H), 8.15 (s, 
1H), 838 (d, 1H), 8.73-8.78 (m, 2H), 8.83 (s, 1H), 9.73 (br, NH). 

10 

EXAMPLE 37 

N-C^dopropyl-l-[3-(6-isopropylsulfonylpyridin-3-yl)]phenyl]-l,4- 
dihydro[l ? 8]naphthyridin-4-one-3-carboxamide 



15 




Step 1: 5-Bromo-2-isopropvlthiopvridine 

To a mixture of 2,5-dibromopyridine (2.07g, 8.73mmol) and 2- 
piopanethiol (0.97ml, 10.4mmol) in N,N-dimethylformamide (20ml) at 0°C was 
added portionwise sodium hydride 60% dispersed in oil (450mg, 11.3mmol). The 
20 resulting mixture was stirred at room temperature for 1 hour, then partitioned 
between ether and water. The crude product from the organic phase was 
chromatographed on silica gel eluting with 10% ethyl acetate in hexane to afford the 
5-Bromo-2-isopropylthiopyridine compound as a solid. 
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Step 2: 5-Bromo-24sopropvlsulfonvlpvridine 

To a solution of 5-bromo-2-isopropylthiopyridine from Step 1 (2.03g, 
8.75mmol) in tetrahydrofuran (50ml) and methanol (25ml) at 0°C was added oxone 
5 (15.8g, 25.8mmol) and then saturated aqueous sodium bicarbonate (25ml)* The 
resulting mixture was stirred at room temperature for 6 hours. The mixture was 
quenched with aqueous sodium bicarbonate and partitioned between ethyl acetate and 
water. The crude product from the organic phase was chromatographed on silica gel 
eluting with 20% ethyl acetate in hexane to afford the 5-Bromo-2- 
10 isopropylsulfonylpyridine compound as a white solid. 

Step 3; N-Cvclopropvl"l-r3-f64soon)ovlsulfonvl nvridin>3 : vD1nhenvl1-l^ 

dihvdrof l,81naphthvridin-4-one-3-carboxamide 

Following the procedure of Step 3 of Example 32, but substituting, 5- 
15 bromo-2-isopropylsulfonylpyridine from Step 2 for 3-bromo-5- 

methylsulfonylpyridine, the N-Cyclopropyl-l-[3-(6-isopropylsulfonyIpyridin-3- 

yl)]phenyl]-l,4-dihydro[l,8]naphthyricUn-4<>ne-3«carboxami(fe compound was 

obtained as a solid 

l H NMR (CDC1 3 ) 8 0.70 (m, 2H), 0.89 (m, 2H), 139 (d, 6H), 3.00 (m, 
20 1H), 3.82 (m, 1H), 7.51 (m, 1H), 7.60 (d, 1H), 7.72 (s, 1H), 7.80 (t, 1H), 7.83 (d. 1H), 

8.15-8.24 (m, 2H), 8.72 (m, 1H), 8.86 (dd, 1H), 9.03 (s, 1H), 9.10 (s, 1H), 9.77 (br, 

NH), 



25 EXAMPLE 38 

N-Cyclopropyl-l-[3-(6-methoxypyridin-3-yl)phenyl]-l,4- 
dihydro[l,8]naphthyridin-4-one-3-carboxamide 
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Step 1: 5-Bromo-2-methoxvpvridine 

To a solution of 2,5-dibromopyridine (6.95g, 29mmol) in N,N- 
dimethylformamide (5ml) was added methanol (3,56ml) and 1M potassium tert- 
5 butoxide (32,3ml) and the resulting mixture was stirred at room temperature for 1 8 
hours. The resulting slurry was quenched with saturated aqueous ammonium 
chloride solution and partitioned between ethyl acetate and water* The crude product 
from the organic phase was chromatographed on silica gel eluting with a 1:9 mixture 
of ether and hexane to afford the 5-Bromo-2-methoxypyridine compound as an oil. 

10 

Step 2: N"Cvclopropvl-l-r3-(6-methoxvpYridin-3-vnphenYlVL4- 
dihvdnor 1 .81naphthvridin-4-one-3-carboxamide 

Following the procedure of Step 3 of Example 32, but substituting 5- 
bromo-2-methoxypyridine from Step 1 for 3-bromo-5-methyIsulfonylpyridine, the N- 
15 cyclopropyl-l-[3-(6-methoxypyridm^ 

one-3-carboxamide compound was obtained as a solid. 

! H NMR (CDC1 3 ) 5 0.71 (m, 2H), 0.89 (m, 2H), 3.00 (m, 1H), 4.05 (s, 
3H), 6.85 (d, 1H), 7.44 (d, 1H), 7.50 (m, 1H), 7.62 (s, 1H), 7,68 (t, 1H), 7.73 (d f 1H), 
7.83 (dd, 1H), 8.44 (s, 1H), 8.73 (m, 1H), 8.85 (dd, 1H), 9.10 (s, 1H), 9.82 (br f NH). 

20 

EXAMPLE 39 

N-Cyclopropyl-l-[3-(6-methylpyridin*3-yl)phenyl]-l,4- 
25 dihydro[l 3 8]naphthyridin-4-one-3-carboxamide 
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Following the procedure of Step 3 of Example 32, but substituting 5- 
bromo-2-methylpyridine from Step 1 of Example 28 for 3-bromo-5- 
methylsulfonylpyridine, the title compound was obtained as a solid. 

l H NMR (CDC1 3 ) 5 0.72 (m, 2H), 0.90 (m, 2H), 2.65 (s, 3H), 3.03 (m, 
IB) 7 28 (d, 1H), 7.45-7.53 (m, 2H). 7.66 (s, 1H), 7.72 (t, 1H), 7.80 (d, 1H). 7.84 
(dd'lH), 8.73 (m,lH). 8.80 (s, 1H), 8.86 (dd, 1H), 9.11 (s, 1H), 9.82 (br.NH). 



10 



EXAMPLE 40 



N-Cyclopropyl-l-{3-[6-(2,2^ 

dihydro[l,81naphthyridin-4-oiie-3-carboxamide 
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Step 1: 5-Brom<>2-f2>2.2-trifluoroethoxvtovridine 

Following the procedure of Step 1 of Example 38, but substituting 
2,2,2-trifluoroethanol for methanol; with heating at 70°C for 18 hours, the 5-Bromo- 
2-(2,2,2-trifluoroethoxy)pyridine compound was obtained as an oil* 

5 

Step 2: N-Cvclonropvl-l-f 346-(2.2,2-trifluoroethoxv)pvridin-3~vllDhenvl^l.4- 

dihydrori^lnaphth^din^-one-S-carboxamide 

Following the procedure of Step 3 of Example 32, but substituting 5- 

bromo-2'(2,2,2-trifluoroethoxy)pyridine from Step 1 for 3-bromo-5- 
10 methylsulfonylpyridine, the N-Cyclopropyl-l"{3-[6«(2,2 f 2-trifluoroethoxy)pyridin-3- 

yl]phenyl}-l,4^hydro[l,8]naphthyridin-4-one-3-carboxamide compound was 

obtained as a solid. 

'H NMR (CDC1 3 ) 5 0.72 (m, 2H), 0.90 (m f 2H), 3.03 (m, 1H), 4.85 (q, 

2H), 7.00 (d, 1H), 7,43-7.53 (m, 2H), 7.62 (s, 1H), 7.69-7.78 (m, 2H), 7.92 (dd, 1H), 
15 8.42 (s, 1H), 8.73 (m, 1H), 8.85 (dd, 1H), 9.10 (s, 1H), 9.80 (br f NH). 



EXAMPLE 41 

20 N-CyclopropyM-[3-(5-bromopyridin : 3-yl)phenyl>l,4- 

dihydro[l,8]naphthyridin-4-one-3-carboxamide 




Following the procedure of Step 3 of Example 32, but substituting 
3,5-dibromopyridine for 3-bromo-5-methylsulfonylpyridine, the title compound was 
25 obtained as a white solid. 
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l H NMR (DMSO-dfi) 8 0.58 (m, 2H), 0.79 (m, 2H), 2.90 (m, 1H), 7.65 
(m, 1H), 7.71-7.77 (m, 2H), 8.03 (d, 1H), 8.14 (s, 1H), 8.49 (s, 1H), 8.74 (brs, 1H), 
8.79 (brs, 1H), 8.86 (s, 1H), 9.01 (s, 1H), 9.73 (br, NH). 



5 

EXAMPLE 42 

N-Cyclopropyl-l-[3-(6-benzyloxypyridin-3-yl)phenyl]-l,4- 
dihydro[l,83naphthyridin-4-one-3-carboxamide 




St ep 1: 2-Benzvloxv-5-bromopvridine 

A mixture of 2,5-dibromopyridine, benzyl alcohol (1.3eq), potassium 
hydroxide pellets (2.4eq) and dtbenzo-18-crown-6 (0.05eq) in toluene (4ml/mmol) 
was refluxed with azeotropic removal of water for 3 hours. After evaporation of the 
15 toluene, the resulting mixture was partitioned between chloroform and water. The 
crude product from the organic phase was recrystallized from ether-hexane to afford 
the 2-Benzyloxy-5-bromopyridine compound as a solid. 

Step 2: N-Cvc lQ propvl-143-f6-benzvlox vpvridin-3-vnphenvl1-l,4- 
20 rfih ydrof 1 .81naphmvrim^-4-one-3^artK>xanude 

Following the procedure of Step 3 of Example 32, but substituting 2- 
benzyloxy-5-bromopyridine from Step 1 for 3-bromo-5-methylsuIfonylpyridine, the 
N-Ctyclopropyl-H3-(6-benzyloxvpyri^ 
4-one-3-carboxamide compound was obtained as a white solid. 
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l H NMR (DMSOde) 5 0.57 (m, 2H), 0.79 (m, 2H), 2.91 (m, 1H), 5.42 
(s, 2H) 7.00 (d, 1H). 7.32-7.48 (m, 5H), 7.61-7/72 (in, 3H), 7.90 (d, 1H), 7.99 (s, 1H), 
8.14 (d, 1H), 8.59 (s, 1H), 8.73-8.84 (m, 3H), 9.73 (br, NH). 

5 

EXAMPLE 43 

N-Cyclopropyl-l-{3-[6-dicyclopropyI(hydi^ 

yllphenyll-l^-dihydrotl^lnaphtfayridin^-one-S-carboxaraide 



10 




Ste p 1: 5-Bromo-2^icvclopropvlfhvdroxv)methvlpvridine N-oxide 

Following the procedure of Steps 1 and 2 of Example 30, but 

substituting dicyclopropyl ketone for acetone in Step 1, the 5-Bromo-2- 

dicyclopropyl(hydroxy)methylpyridineN-oxide compound was obtained as a solid. 
15 ' - 

Step 2: N-<^clopropyl-l-{3-f6-dicycloprop 

vl1phenvn-L4-dihvdrori.81naphthvridin-4-one-3-carboxamide 

Following the procedure of Step 3 of Example 32, but substituting 5- 

bromo-2-dicyclopropyl(hydroxy)methylpyridine N-oxide from Step 1 for 3-bromo-5- 
20 methylsulfonylpyridine, the N-Cyclopropyl-l-{ 3-[6-dicyclopropyl(hydroxy)methyl-l- 

oxidopyridin-3-yl]phenyl } -1 ,4-dihydro^ 

compound was obtained as a white solid. 

l H NMR (CDC1 3 ) 8 0.52 (m, 4H), 0.70 (m, 4H), 0.76 (m, 2H), 0,89 

(m, 2H), 135 (m, 2H), 3.02 (m, 1H), 7.52 (m, 1H), 7.58 (m, 1H), 7.62 (dd, 1H), 7.68 
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(s, 1H), 7.73-7.80 (m, 3H), 8.15 (br, 1H. OH), 8.49 (s, 1H). 8.72 (m, 1H), 8.85 (dd, 
1H), 9.09 (s, 1H), 9.78 (br, NH). 



EXAMPLE 44 



N-Cyclopwpyl-M^^^ 

l,4-dihydro[13]naphthyridta-4-one-3-carboxamide 




Following the procedure of Step 2 of Example 30, but substituting 2- 
bromo-5-(l-hydroxy-l-methylethyl) P yridine from Step 1 of Example 34 for 5- 
btomo-2-<l-hydroxy-l-methylethyl) pyridine, the 2-Bromo-5-(l-hydroxy-i- 
methylethyl)Pyridine N-oxide compound was obtained as a white solid 

g ^ r 2j N^Cyclojsr oB ^^ 

v i 1r ^n Y i H yuji fr Y *rnp ai n ^^ • o 

Following the procedure of Step 3 of Example 32, but substituting 2- 
bromo-5-(l-hydroxy-l-methylethyl)pyridine N-oxide from Step 1 for 3-bromo-5- 
20 methylsulfonylpyridine, the VUtftoB^ 
oxidopyridin-2-yl] P henylH^^ 
compound was obtained as a solid. 
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'H NMR (CDCI3) 8 0.69 (m, 2H), 0.88 (ra, 2H), 1.63 (s, 6H), 2.20 (a, 
1H, OH), 2.98 (m, 1H), 7.38-7.49 (m, 3H), 7.52 (d, 1H), 7.70 (t, 1H), 7.98-8.04 (m, 
2H), 8.50 (s, 1H), 8.69 (m, 1H), 8.80 (dd, 1H), 9.08 (s, 1H), 9.75 (br, NH). 

5 

EXAMPLE 45 

N-Cyclopropyl-l-{3-[6-(l-hydroxy-l-methylethyl)pyridin-3-yl]phenyl}-l,4- 
dihydro[l,8]naphthyridin-4-one-3-carboxamide 



10 




Following the procedure of Step 3 of Example 32, but substituting 5- 
bromo-2-(l-hydroxy-l-methylethyl) pyridine from Step 1 of Example 30 for 3- 
bromo-5-methylsulfonylpyridine, the title compound was obtained as a solid. 

*H NMR (CDC1 3 ) 8 0.72 (m, 2H), 090 (m, 2H), 1 .62 (s, 6H), 3.02 (m. 
15 1H), 4.85 (s, 1H, OH), 7.48-7.53 (m, 3H), 7.68 (s, 1H), 7.73 (t, 1H), 7.80 (d, lH) r 
7.95 (dd, 1H), 8.72 (m, 1H), 8.81 (s, 1H), 8.86 (dd, 1H), 9.10 (s, 1H), 9.78 (br, NH). 



EXAMPLE 46 

20 

N-Isobutyl-l-{3-[6-(l-hydroxy-l-methylethyl)pyridin-3-yl]phenyl>-l,4- 
dihydro[l,8]naphthyridin-4-one-3-carboxamide 
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Ste pjj W3-AminophenvK- 2-a4wd roxv-l-inethvlerovr) pyridine 

Following the procedure of Step 5 of Example 1, but substituting 3- 
anrinophenylboronic acid for 3-acetyl phenylboronic acid and 5-bromo-2-(l-hydroxy- 
5 l-methylethyl)pyridine from Step 1 of Example 30 for N-isopropyl-l-(3- 
bromophenyl)-l,4^hy6^[l,8]naphthyridin^one-3^arboxamide, the 5-(3- 
Aminophenyl)- 2-(l-hydroxy-l-methylethyl) pyridine compound was obtained as a 
solid. 

10 Ste p 2: 1-f 3-rfi-f l-Hvdroxv-l-methvlet hvnpvridin-a-vnphenvn-l^ 

dih vdmrt.81naDhthvridin-4-one-3-carbo xvlicacid 

Following the procedures of Steps 1-3 of Example 1, but substituting 

5-(3-aminophenyI)- 2-(l-hydroxy-l-methylethyl)pyricfoie for 3-bromoaniline from 

Step 1 in the First Step, the l-{3-[6^1-Hyo^xy-l-methyletbyl)pyridin-3-yl]phenyl}- 
15 l,4-dihydro[l,8]naphthyridin-4-one-3-carboxyUc acid compound was obtained as a 

solid. 

Ste p 3; N-Isobutvl-l-J3-f6-a-hvdrox^^ 
HihYdr o^.81naphthvridin-4-one- 3-carboxarnide 
20 Following the procedure of Step 4 of Example 1, but substituting the 

acid from Step 2 for l-(3-bromophenyl>l,4^ydro[l,8]naphthyridin-4-one-3- 
carboxylic acid, and isobutylarnine for isopropylamine, the N-Isobutyl-l-{3-[6-(l- 
hy6^xy-l-methylethyl)pvri^ 

carboxamide compound was obtained as a cream-colored solid. 
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l H NMR (Acetone-d 6 ) 8 0.98 (d, 6H), 1.53 (s, 6H), 1,88 (m, 1H), 3.26 
(t, 2H), 4.66 (s, lH t OH), 7.60 (m, 1H), 7.69 (d, 1H), 7.76-7.79 (m, 2H), 7.95 (d, 1H), 
8.05 (s, 1H), 8.16 (dd, 1H), 8.73 (m, 1H), 8.79 (dd f 1H), 8.90 (s, 1H), 8.94 (s, 1H), 
9.83 (br, NH). 

5 

EXAMPLE 47 

N-Cyclopropyl-l-{5-bromo^ 
10 l,4-dihydro[l,8]naphthyridin-4-one-3-carboxamide 




Step 1: l-(3.5-DibromophenylM.4Klihvdro^ 
acid 

Following the procedures of Steps 1-3 of Example 1, but substituting 
15 3,5-dibromoaniline for 3-bromoaniline in Step 1, the l-CS^S-EWbromophenyl)-!^- 

dihydro[l,8]naphthyridin-4-one-3-carboxylic acid compound was obtained as a beige 
solid. 

Step 2: N-Cvcloproovl-l~(3 J^bromophenvlV1.4-dihvdrori.81naphthvridin-4-one- 
20 3-carboxamide 

Following the procedure of Step 4 of Example 1, but substituting the 
l-(3,5-Dibromophenyl)-l,4-dihydro[l,^^ acid from 

Step 1 for l-(3-bromophenyl)-l,4-dihydro[l£ acid, 
and cyclopropylamine for isopropylamine, the N-Cyclopropyl-l-(3,5- 
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dibiomophenyl)-l,4-dibydro[l,8]naphthyridin^ne-3^arboxaraide compound was 
obtained as a solid. 

gte g 3: 2./l-Hvdroxv-l-methvlethvn -5-tributvlstannvlovridine 
5 To a suspension of 2,5-dibromopyridine in toluene (5ml/mmol) at 

-78°C, was added n-butyllithium 2.5M in hexanes (leq) and the resulting mixture was 
stined in the cold for 2.5 hours. Acetone (leq) was added, and the mixture was 
wanned to -50°C and became a brown solution. After cooling down to -78°C, more 
n-butyllithium (leq) was added along with ether (2ml/mmol). After stirring in the 
10 cold for a further hour, tributyltin chloride (l.leq) was added and the mixture was 

wanned to room temperature and stined for 2 hours. The mixture was quenched with 
saturated aqueous ammonium chloride solution and partitioned between ethyl acetate 
and water. The crude product from the organic phase was chromatographed on silica 
gel eluting with a 1:9 mixture of ethyl acetate and hexane to afford the 2-(l-Hydroxy- 
15 l-methylethyl)-5-tributyl8tannylpyridine compound as a colorless liquid. 

Step 4: N-Cvclopropvl-l-i 5-bromo-3-r6-( l-hvdroxv-l -methvlethvl , )PVridin-3- 
ynph envll-1.4^hvd«>ri.81naph1hvridln-4 -one-3-carboxamide 

A mixture of N-cyclopropyl-l-(3,5-dibromophenyl)-l,4- 

20 dihydro[l,8]naphmyridin^-one-3-carboxamide from Step 2, 2-(l-hydroxy-l- 
methylemyl>-5-tributylstannylp>yridinefrom Step 3 (1.4eq), 1,1' -bis 
(diphenylphosphmo)ferrocene]dichloTOpalladium(n) (0.05eq), and cuprous iodide 
(0.05eq) in N,N-dimemylformaroide (l5ml/mmol) was stirred at 85°C for 5 hours. 
After cooling the resulting mixture was partitioned between ethyl acetate and water. 

25 The crude product from the organic phase was chromatographed on silica gel eluting 
with a 1 :6:3 mixture of ethanol, ethyl acetate and methylene chloride to afford the N- 
C^lopropyl-l-{5-bromo-3-[6-(l-hydroxy-l-m^^ 
dihydro[l,8]naphthyri(hn-4-one-3^arboxamide compound as a solid. 

'H NMR (CDCI3) S 0.72 (m, 2H), 0.9O (m, 2H), 1.62 (s, 6H), 3.02 (m, 

30 1H), 4.76 (s, 1H, OH), 7.50-7.56 (m, 2H), 7.62 (s, 1H), 7.69 (s, 1H), 7.90-7.96 (m, 
2H), 8.74 (m, 1H), 8.79 (s, 1H), 8.86 (dd, 1H), 9.07 (s, 1H), 9.74 (br, NH). 

EXAMPLE 48 
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N-(^dopropyl-l-{3-[6-(l-hydroxy-l-methylethyl)pyridin-2-yl]phenyl}-l,4- 
dihydro[l,8Jnaphthyridia-4-one-3-carboxamide 




5 Step 1: 2-(l -Hydroxy- l-methylethv^V6-tpbutylstannvlpvridine 

Following the procedure of Step 3 of Example 47, but substituting 
2,6-dibromopyridine for 2,5-dibromopyridine, the 2-(l -Hydroxy- l-methylethyl)-6- 
tributylstannylpyridine compound was obtained. 

10 SteD2:N-Cvclopropvl-l-f3-r6-(l-hvdroxv-l-methvlethvnpvridin-2-vl1phenvn-1.4- 
dihvdrori,81naphthvridin^one-3-catboxamide 

Following the procedure of Step 4 of Example 47, but substituting 2- 
(l-hydroxy-l-methylethyl)-6 tributylstannyl pyridine from Step 1 for 2-(l-hydroxy-l- 
methylethyl)-5-tributylstannylpyridine, the N-CycIopropyI-l-{3-[6-(l-hydroxy-l- 

15 memylethyl)pvridin-2-yl]phenyI}-l,4-d^ 
compound was obtained as a solid. 

! H NMR (CDa 3 ) 5 0.72 (m, 2H), 0.90 (m, 2H), 1.61 (s, 6H), 3.04 (m, 
1H), 5.13 (s, 1H, OH), 7.40 (d, 1H), 7.46-7.53 (m, 2H), 7.70-7.76 (m, 2H), 7.85 (t, 
1H), 8.13 (s, 1H), 8.22 (d, 1H), 8.73 (m, 1H), 8.87 (d, 1H), 9,12 (s, 1H), 9.83 (br, 

20 NH). 



EXAMPLE 49 
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10 



N-IsopropyM-[3-(4-methylsulf6nylphenyl)phenyl]-l,4- 
dihydro[l,8Jnaphthyridin-4-one-3-carboxamide 




15 



To a mixture of N-isopropyl-l-[3-(4-methylthiophenyl)phenylM,4- 
dihydro[l,8]naphthyridin-4-one-3-carboxamide from Example 22 in tetrahydrofuran 
(24ml/mmol), methanol (12ml/mmol), and water (12ml/mmo]). was added oxone 
(2.24eq) and the resulting mixture was stirred at room temperature for 2 hours. The 
mixture was quenched with saturated aqueous sodium bicarbonate and partitioned 
between ethyl acetate and water. The crude product from the organic phase was 
chromatographed on silica gel eluting with 30% ether in methylene chloride to affoid 
the title compound as a white solid 

'H NMR (Acetone-ds) 5 1.25 (d, 6H), 3.16 (s, 3H), 4.18 (m, 1H), 7.60 
(m, 1H), 7.74 (d, 1H), 7.79 (t, 1H), 7.99 (d, 1H), 8.05 (s, 4H), 8.09 (s, 1H), 8.72 (m, 
1H), 8.78 (dd, 1H), 8.93 (s, 1H), 9.64 (br, NH). 



EXAMPLE SO 



20 



N.CydopropyI-l-[3^6-methylsulfonylpyridi»-3-yl)phenyrj-l,4. 
dihydro[l,8]naphthyridin-4-one-3-carboxamjde 
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Step 1: 5-Bromo-2-met^ylthiopvridine 

A mixture of 2,5-dibromopyridine and sodium thiomethoxide (1.3eq) 
in NJ^-dimethylfonnamide (2ml/mmol) was stirred at room temperature for 20 
5 minutes then cooled to 0°C. After diluting with cold water the precipitate was 
filtered to afford the 5-Bromo-2-methylthiopyridine compound as a solid. 

Step 2: N^vclooroD vl-l-f3-(6-methvlthiopvridin-3>vnphenvl1-1.4- 
dihydrofl.81naphthvridin-4-one-3-carboxamide 
10 Following the procedure of Step 3 of Example 32, but substituting 5- 

bromo-2-methylthiopyridine from Step 1 for 3-bromo-5-methylsulfonylpyridine, the 
N-Cyclopropyl-l-[3-(6-methylthiopyridin-3-yl)phenyl]-l,4-dihydro[13 
4-one-3-carboxamide compound was obtained as a solid. 

15 Step 3: N^vclooropvl-l-r3-(6-methvlsulfonvlnvridin-3-vnphenvlT-1.4- 

dihvdrori.81naphthyridin-4-one-3-carboxamide *' 

Following the procedure of Example 49, but substituting N- 
cyclopropyl-l-[3-(6-methylthiopy^ 

one-3-carboxaraide from Step 2 for N-isopropyl-l-[3-(4-methylthiophenyl)phenyl3- 
20 l,4-dihydro[l ,8]naphmyridin-4-one-3-carboxamide, the N-Cyclopropyl-l-[3-(6- 

memylsulfonyipyridin-3-yl)phenyl]-l ,4-dihydro[ l,8]naph thyridin^-one-3- 

carboxamide compound was obtained as a solid. 

*H NMR (CDCfe) 8 0.66 (m, 2H), 0.84 (m, 2H). 2.97 (m, 1H), 3.26 (s, 

3H), 7.48 (m, 1H), 7.55 (d, 1H), 7.67 (s, 1H), 7.74-7.80 (m, 2H), 8.14-8.19 (m, 2H), 
25 8.68 (m, 1H), 8.81 (dd, 1H), 8.96 (s, 1H), 9.05 (s, 1H), 9.73 (br, NH). 
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EXAMPLE 51 



N-l8opropyM-[3-(5-mcthylsulfony!pyridin-3-yl)phenyl]-l,4- 
dihydro[l,8]naphthyridin-4-one-3-carboxaiidde 




Following the procedure of Example 49, but substituting N-isopiopyl- 
l-[3<5-methylthiopyridin-3-yl)phenyl3-l ,4-dihydro[l,8]naphthyridin-4-one-3- 
10 carboxamide from Example IS for N-isopropyl-l-[3-(4-methylthiophenyl)phenyl]- 
l,4-dihydro[13]naphthyrio1n-4-one-3^arboxainjde, the title compound was obtained 
as a solid. 

^NMR (CDC1 3 ) 5 1.33 (d, 6H), 3.20 (s, 3H), 4.31 (m, 1H), 7.52 (m, 
1H), 7.60 (d, 1H), 7.73 (s, 1H), 7.79 (t, 1H), 7.86 (d, 1H), 8.48 (m, 1H), 8.73 (m, 1H), 
15 8.88 (d, 1H), 9.08 (s, 1H), 9. 19 (d, 2H), 9.68 (br, NH). 



EXAMPLE 52 

20 N-C^clopropyl-l-[3-(4-emyIsulfonylphenyl)phenyI]-l/l- 

dihydro[l,8]naphthyridin-4-one-3-carboxamide 



-107- 



WO 02/094823 



PCT/CA02/00746 




CH 3 



Following the procedure of Example 49, but substituting N- 
cyclopropyH-[3-(4-ethylthiophenyl)phenyll-l ,4-dihydio[l .Sfaaphthyridin^-one^- 
carboxamide from Example 18 for N-isopropyl-l-[3-(4-methylthiophenyl)phenyl]- 
5 1 ,4-dihydro[ 1 ,8]naphthyridin^-one-3~carboxamide, the title compound was obtained 
as a solid. 

'H NMR (CDC1 3 ) 5 0.72 (m, 2H), 0.90 (m, 2H), 135 (t, 3H), 3.02 (m, 
1H), 3.18 (q f 2H), 7.48-7.56 (m, 2H), 7.70 (s, 1H), 7.75 (t, 1H), 7.84 (m, 3H), 8.03 (d, 
2H), 8.73 (m, 1H), 8.85 (dd, 1H), 9.10 (s, 1H), 9.80 (br, NH). 

10 

EXAMPLE 53 

N-Cyclopropyl-l-[3-(4-ethyIsulfinylphenyl)phenyl]-l/l- 
15 dihydro[l,8]naphthyridin-4-one-3-carboxamide v 
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15 




To a solution of N-cyclopropyl-l-[3-(4-f5thylthiophenyl)phenyl]-l,4- 
cuhydto[1.8]naphthyricMn-4-one-3-carboxaniide from Example 18, in a 1:1 mixture 
of methylene chloride and methanol (9inl/mmol), was added at 0°C magnesium 

5 monoperoxyphthalate hexahydrate (MMPP, 0.5molareq) and the resulting mixture 
was stirred in the cold for 2 hours. The mixture was quenched with saturated 
aqueous sodium bicarbonate and partitioned between methylene chloride and water. 
The crude product from the organic phase was chromatographed on silica gel eluting 
with a 90:9:1 mixture of methylene chloride, ethanol and 28% aqueous ammonium 

10 hydroxide to afford the title compound as a solid. 

*H NMR (CDCfe) 8 0.68 (m, 2H), 0.85 (m, 2H), 1 . 15 (m, 3H), 2.80 
(m, 1H), 2.94 (m, 1H), 2.98 (m, 1H), 7.45-7.50 (m, 2H), 7.65-7.73 (m, 4H), 7.76-7.82 
(m, 3H), 8.71 (m, 1H), 8.83 (dd, 1H), 9.06 (s, 1H), 9.78 Cbr, NH). 



EXAMPLE 54 



N"Isopropyl-l-{3-[4-(l-oxhnidoethyl)phenyl]pheny^l,4- 
dmyilro[l^]naphthyridin-4-one-3-carboxa«ade 
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CH 3 

. To a solution of N-isopropyH-[3-(4-acetylphenyl)phenyl)-l # 4- 
dihydro[l , 8 ]naphthyridin-4-one-3-carboxamide from Example 4 in pyridine 
(1 Iml/mmol) at room temperature was added hydroxylamine hydrochloride (2.1eq) 
5 and the resulting mixture was stirred for 16 hours. The mixture was filtered through 
celite and the filtrate evaporated The residue was dissolved in ethyl acetate, washed 
with saturated aqueous sodium carbonate and then water, dried and evaporated. The 
residue was stirred in a small volume of acetone and filtered to afford the title 
compound as a solid. 

10 *H NMR (CDC1 3 ) 5 L29 (d, 6H), 2.27 (s, 3H), 4.30 (m, 1H), 7.39 (d, 

1H), 7,46 (m, 1H), 7,56 (d, 2H), 7.59-7.63 (m, 2H), 7.66 (d, 2H), 7.72 (d t 1H), 8.17 
(s, 1H, OH)> 8.69 (brs, 1H), 8.82 (d, 1H), 9.10 (s, 1H), 9-71 (br, NH). 



15 EXAMPLE 55 

N-Isopropyl-l-{3-[ 4-(4-piperazin-l-yl)phenyl]-phenyl}-l,4- 
dihydro[l,8]naphthyridin-4-one-3-carboxamide 
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15 




To a solution of N-isopropyl-l-{3-[ 4-(4- 



To a solution oi iN-isoprupyi-i- w-i -r-\- 
tertbutyloxyca^^^ 

^LLJiLa Example 11 in methylene chloride ( IQmVnunol) was added 
trifluororacetic acid (6ml/mmol) and the resulting mixture was stirred at room 
temperature for 2 hours, then wanned gently for 15 minutes. The mixttre was 
ev^o^andthecrude product was chromatographedonsiUcageleluungwrtha 
9:0 9:0.1 mixture of methylene chloride, methanol and 28% aqueous ammonium 
hvdroxide to afford the title compound as a solid. 

l H NMR (CDCls) 8 1.29 (d, 6H), 2.99 (m, 4H), 3.16 (m, 4H), 4.25 (m, 
1H) 6 94 (d. 2H), 7.29 (d, 1H), 7.42 (m, 1H), 7.50 (d, 2H), 7.52-7.58 (m, 2H), 7.69 
(d iH), 8.66 (m, 1H), 8.78 (dd, 1H), 9.04 (s, 1H), 9.69 (br, NH). 



EXAMPLE 56 



N-Cyclopropyl-H3-(4-memylsuIfonylmethylphenyl)pheny^ 
dihydro[l,8]naphthyridta-4.one-3^arboxaintde 
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Step 1: N-Cyclopropvl-l"r3-(4-btDmomethYlphenvl)phenvlVh4- 
dih ydrofl.81naphthyridin-4-one-3"Carboxamide 

A mixture of N-cyclopropyl-l-t3-(4-hydroxymethylphenyl)phenyl]- 
5 1 ^-dihyctotl^lnaphthyricfin^one-S^arboxamide from Example 16, carbon 

tetrabromide (2eq), and diphoa (0.6 molareq) in methylene chloride (15ml/mmol) was 
stirred at room temperature for 3 hours. The mixture was concentrated at room 
temperature and chromatographed on silica gel eluting with a 1: 1 mixture of ethyl 
acetate and methylene chloride to afford the N-CyclopropyH-[3-(4- 
10 bromomethylphenyl)phenyl]-l ,4-dihydro[l 1 8]naphthyridin-4-one-3-carboxamide 
compound. 

Step 2: N-Cyclopropyl"l-f3-(4-methvlsulfonylmethvlphenvnphenvn-1.4- 
dihvdror 1 ,81naphthvridin-4-one-3-carboxamide 

15 To a solution of N-Cyclopropyl- 1 -[3-(4-bromomethylphenyl)phenyl]- 

l,4-dihydro[l,8]naphthyridin-4-one-3-carboxamide from Step 1 in N,N- 
dimethylformamide (20ml/mmol) was added methanesulfinic acid sodium salt v 
(1.3eq) and the resulting mixture was stirred at room temperature for 1 8 hours. To 
the mixture was added saturated aqueous ammonium chloride solution and ethyl 

20 acetate, and the insoluble solid was filtered and washed well with water, hexane, 
ether and ethyl acetate to afford the title compound as a solid. 

*H NMR (CDC1 3 ) 5 0.72 (m, 2H), 0.89 (m, 2H), 2.85 (s, 3H), 3.04 (m, 
1H), 4.34 (s f 2H) 7.46^7.52 <m, 2H), 7.55 (d, 2H), 7,65-7.73 (m, 4H), 7.80 (d, 1H), 
8/76 (m, 1H), 8.85 (d, 1H), 9.12 (s, 1H), 9.82 (br, NH). 
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EXAMPLE 57 



10 



15 



N-Cydopropyl-l-[3-(l,6-dih y dro-6-oxopyridln.3-yl)phenyl]-l,4- 
dihydro[l,8]naphthyridin-4-one.3-cart>oxanilde 

O O 




To a solution of N-cyclopropyl-l-t3-(6-bcnzyloxypyridin-3- 
yl)phenyl]-l,4-dihydro[l .Slnaphthyridin^-one-S-carboxamide from Example 42 in 
1 2-dichloroethane (25ml/mmol) was added trichloroacetic acid (LSnuVrnmol) and the 
resulting mixture was stirred at 60°C for 18 hours. More trifluoroacetic acid was 
added (0.75n0/mmol) and heating was continued for a further 24 hours. The cooled 
mixture was diluted with methylene chloride and saturated aqueous sodium 
bicarbonate was added, resulting in precipitation of a solid which was filtered. From 
the filtrate the organic phase was collected and evaporated to a solid which was 
combined with the previous filtered solid. This mixture was chromatographed on 
silica gel eluting with 10% methanol in methylene chloride to afford the title ^ 
compound as a white fluffy solid. 

! H NMR (DMSO-de) 5 0.57 (ro, 2H), 0.?8 (m, 2H), 2.90 (m, 1H), 6.45 
(d, 1H), 7.52 (m. 1H), 7.61-7.65 (m, 2H), 7.78 (d, 1H), 7.85 (s, 1H), 7.89-7.93 (m, 
2H), 8.74 (d. 1H), 8.78-8.81 (m, 2H), 9.73 (br, NH), other NH >1 lppm. 



20 



EXAMPLE 58 
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N-Cyclopropy]-l-[[3-{5-[6-(l-hydroxy-l-methylethyl)pyridin-3-yl]pyridin-3- 
yl}phenyl]]-l,4-dihydro[l,8]naphthyridin-4-oiie-3-carboxainide 




. Following the procedure of Step 4 of Example 47, but substituting N- 
5 cyclopropyl-l-[3-(5-bromopyridin-3-yl)phen 

3-carboxamide from Example 41 for N-cyclopropyl-l-(3,5-dibromoph.enyl)-l,4- 
dihydro[l,8]naphthyridin-4-one-3-carboxamide, the title compound was obtained as a 
white solid. 

*H NMR (DMSO-dfi) S 0.58 (m, 2H), 0.79 (m, 2H), 2.91 (m, 1H), 5.30 
10 (s, 1H, OH), 7.65 (m, 1H), 7.71-7.79 (m, 3H), 8.12 (d, 1H), 8.23-8.26 (m, 2H), 8.49 
(s, 1H), 8.75 (dd, 1H), 8.80 (m, 1H), 8.87 (s, 1H), 8.97 (m, 2H), 9.04 (s, 1H), 9.74 
(br, NH). 



15 EXAMPLE 59 

N-Isopropyl*l-[3-(l*o:rido 

one-3-carboxamide 
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Following the procedure of Step 2 of Example 30, but substituting N- 
isopropyl-l-[3-(pyridin-3-yl)phenyl]-l^^ 

carbox amide from Example 7 for 5-bromo-2-(l-hydroxy-l-methylethyl) pyridine, the 
5 title compound was obtained as a white solid. 

l H NMR (DMSO-d 6 ) 5 1.21 (d, 6H), 4.10 (m, 1H), 7.51 (t, 1H), 7.64 
(m, 1H), 7.71-7.75 (m, 3H), 7.97 (m, 1H), 8.09 (s, 1H), 8.23 (d, 1H), 8.69-8.77 (m, 
3H), 8.84 (s, 1H), 9.66 (br t NH). 

10 

EXAMPLE 60 

N~(2 f 6-Dkftloropyridin^ 

dihydro[l,8]naphthyridin-4-one-3-carboxam]de 



15 




Following the procedure of Step 2 of Example 30, but substituting N- 
(2,6^cMoropyri<ttn^yl>H3-(pyrid^ 
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one-3-carboxamide from Example 10 for 5-bromo-2-(l -hydroxy- 1-methylethyl) 
pyridine, the title compound was obtained as a white solid. 

'HNMR (DMSO-ds) 6 7.51 (m, 1H), 7.69-7.78 (m, 4H), 7.99 (dd, 
1H), 8.14 (s, 1H), 8.24 (dd, 1H), 8.70 (s, 1H), 8.73 (s, 2H), 8.84 (m, 2H), 8.99 (s, 
5 1H), 12.05 (br, NH). 

EXAMPLE 61 

10 N-IsopropyI-l-£3-(5-carboethoxy-l-oxidopyridin-3-yl)phenyl]-l,4- 

dihydro[l,8]naphthyridin-4-one-3-carboxamide 




O" 



Following the procedure of Step 2 of Example 30, but substituting N- 

isopropyl-l-[3-(5-carboemoxypyridin-3-yl)phenyl]-M 
15 one-3-carboxamide from Example 24 for 5 -bromo-2-'{ 1 -hydroxy- 1 - v 
methylethyl)pyridine, the title compound was obtained as a white solid. 

! H NMR (CDC1 3 ) 5 1.28 (d, 6H), 1.40 (t, 3H), 4.28 (m, 1H), 4.43 (q, 
2H), 7.49 (dd, 1H), 7.56 (m, 1H), 7.68 (s, 1H), 7.73 (d, 2H), 8.04 (s, 1H), 8.60 (s, 
1H), 8.68 (dd, 1H), 8.77 (s, 1H), 8.82 (d, 1H), 9.01 (s, 1H), 9.61 (br, NH). 

20 

EXAMPLE 62 
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N-faopropyl-l-{345-(l-hydroxy4-metbyle^ 

dihydro[l,8]naphthyridin-4-one-3-carboxamide 

O O CH 3 



Following the procedure of Step 2 of Example 30, but substituting N- 
5 isopropyl-l-{3-[5Kl-hydroxy-l-methylethyl)pyridin-3-yI]phenyl}-l,4- 

dihydro[l,8]naphthyridln-4^ne-3-carboxamide from Example 25 for 5-bromo-2-(l- 
hydroxy-l-methylethyl) pyridine, the tide compound was obtained as a white solid 

'H NMR (CDC1 3 ) 5 1.29 (d, 6H), 1.60 (s, 6H), 4.11 (bra, 1H), 4.23 (m, 
1H), 7.42-7.51 (m, 2H), 7.58 (s, 2H) 7.65 (m, 2H), 8.28 (s, 1H), 8.33 (s, 1H), 8.64 
10 (m, 1H), 8.80 (d, 1H), 8.98 (s,lH), 9.61 (br,NH). 




EXAMPLE 63 



15 



N-Isopropyl-l-{3-[6-(2-methylpropyl)-l-oxidopyridin-3-yl]phenyl}-l,4- v 
dihydro[l,8]naphthyiidin-4-one-3-carboxamlde 
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O 



O 



CH 3 




CH 3 



CH 3 



Following the procedure of Step 2 of Example 30, but substituting N- 



isopropyl-l-{3-[6-(2-methylpropyl)pyridin-3-yl]phenyl}-l,4- 
dihydro[l,8]naphthyridin-4-one-3-carboxamide from Example 26 
5 for 5-bromo-2-(l-hydroxy-l-methylethyl) pyridine, the title compound was obtained 
as an off- white solid. . . 

*H NMR (CDC1 3 ) 8 0.98 (d, 6H), 1.29 (d, 6H), 2.29 (m, 1H), 2.32 (d, 
2H), 4.26 (m, 1H), 7.28 (d, 1H), 7.38 (d, 1H), 7.47-7.52 (m, 2H), 7.60 (s, 1H), 7.69 
(m, 2H), 8.53 (s, 1H), 8.69 (m, 1H), 8.82 (dd, 1H), 9.03 (s, 1H), 9.62 (br, NH). 

10 



EXAMPLE 64 



15 



N-Isopropyl-l-[3-(6-methyl-l-oxidopyridin-3-yl)phenyl3-l,4- 
dihydro[l,8]naphthyridin-4-one-3-carboxamide 
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Following the procedure of Step 2 of Example 30, but substituting N- 
isopropyl-l-[3-(6-memylpyrimn-3-yl)pheny^ 

carboxamide from Example 28 for 5-bromo-2-(l-hydroxy-l-methylethyl) pyridine, 
5 the title compound was obtained as an off-white solid. 

*H NMR (CDC1 3 ) 8 1.32 (d, 6H), 2.60 (s, 3H), 4.30 (m, 1H), 7.35-7.45 
(m, 2H), 7.50 (m, 2H), 7.62 (s, 1H), 7.72 (d, 2H), 8.58 (s, 1H), 8.72 (m, 1H), 8.85 
(dd, 1H), 9.06 (s, 1H), 9.66 (br, NH). 

10 

EXAMPLE 65 

N-Cydopropyl-H3-(lM>xidopyridin-3-yl)pte^ 

4-one-3-carboxamide 
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Following the procedure of Step 2 of Example 30, but substituting N- 
cyclopropyl-l-[3-(pyridin-3-yl)phenyl]-l ,4-dihydro[l ,8]naphthyridin-4-one-3- 
carboxamide from Example 14 for 5-bromo-2-(l-hydroxy-l-methylemyl) pyridine, 
the tide compound was obtained as a white solid. 
5 *H NMR (DMSO-d 6 ) 8 0.57 (m, 2H), 0.78 (m, 2H), 2.90 (m, 1H), 7.52 

(t, 1H), 7.65 (m, 1H), 7.72-7.76 (m, 3H), 7.98 (m, 1H),.8.10 (s, 1H), 8.25 (d, 1H), 
8.70-8.79 (m, 3H), 8.85 (s, 1H), 9.72 (br, NH). 



10 EXAMPLE 66 

N-CyclopropyI-l-{3-[6-(l-hydroxy-l-methylethyl)-l-oxidopyridin-3-yl]phenyl}- 
l,4*dihydro[l,8]naphthyridin-4-ene-3-carboxamide 




15 Following the procedure of Step 2 of Example 29 but substituting 5- 

bromo-2-(l-hydroxy-l-methylethyl) pyridine N-oxide from Step 2 of Example 30 for 
5-bromo-l-oxidopyrimidine, the tide compound was obtained as a white solid. 

l H NMR (CDC1 3 ) 5 0.66 (m, 2H), 0.85 (m, 2H), 1.70 (s, 6H), 2.97 
(m, 1H), 7.43-7.49 (m, 2H). 7.52-7.56 (m. 2H), 7.61 (s, 2H) 7.71-7.74 (m, 2H), 8.49 

20 (s, 1H), 8.68 (m, 1H), 8.80 (d, 1H), 9.02 (s, 1H), 9.74 (br, NH). 

EXAMPLE 67 
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N-C^clopropyl-l-[3-(l-oxidopyrfdin.^ 

4-one-3-carboxaraide 




Following the procedure of Step 2 of Example 30, but substituting N- 
5 cyclopropyl-l-[3<pyridin-4-yl)phenyl]-l,4-dihydro[l ,8]naphthyridin-4-one-3- 

carboxamide from Example 17 for 5-bromo-2-(l-hydroxy-l-inethylethyl) pyridine, 
the title compound was obtained as a white solid. 

J H NMR (DMSO-d«) 5 0.57 (m, 2H), 0.79 (m, 2H), 2.92 (m, 1H), 
7.62-7.70 <m, 2H), 7.75 (t, 1H), 7.88 (d, 2H), 8.03 (d, 1H), 8.15 (s, 1H), 8.30 (d, 2H), 
10 8.75 (d, 1H), 8.80 (m, 1H), 8.86 (s, 1H), 9.73 (br, NH). 



EXAMPLE 68 



15 N-CycIopropyl-l-[3-(5-bromo-l-oxidopyridiii-3-yl)phenylM,4- 

dihydro[l,8]naphthyridin-4-one-3-carboxamide 
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Following the procedure of Step 2 of Example 30, but substituting N- 
cyclopropyl-l-[3-(5-bromopyridin-3-yl)pheny 

3-carboxamide from Example 41 for 5-bromo-2-(l-hydroxy-l-methylethyl) pyridine, 
5 the title compound was obtained as a light yellow solid. 

*H NMR (DMSO-ds) 8 0.56 (m, 2H), 0.78 (m, 2H), 2.91 (m, 1H), 7.65 
(m, 1H), 7.71-7.74 (m, 2H), 8.02-8.06 (m, 2H), 8.15 (s, 1H), 8.60 (s. 1H), 8.73-8.79 
(m, 3H), 8.86 (s, 1H), 9.73 (br, NH). 

10 

EXAMPLE 69 

N-Cyclopropyl-l-[[3-{5-[6-(l-hydroxy-l-methylethyl)-l-oxidopyridin-3- 
yI]pyridin-3-yl}phenyl]]-l,4-dihydro[l,8]naphthyridin-4-one-3-carboxamide 
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Following the procedure of Step 2 of Example 30. but substituting N- 
cyclopropyl-1 -f [3-{ 5-[6-(l-hydroxy-l -inethylethyl)pyridin-3-ylJpyridin-3- 
yl}phenyl]]-l,4^hydro[l,8)naphthyri*n^ne-3-carboxanude from Example 58 
for 5-bromo-2-(l-hydroxy-l.methylethyl) pyridine, and using 1.6eq. of m- 
chloroperoxybenzoic acid, the title compound was obtained as a white solid, 

l HNMR (DMSO-dj) 8 0.57 (m, 2H), 0.78 (m, 2H), 2.91 (m, 1H), 6.94 
(s, 1H, OH), 7.65 (m, 1H), 7.71-7.79 (m, 3H), 7.97 (dd, 1H), 8.13 (d, 1H), 8.25 (s, 
1H), 8.55 (s, 1H), 8.74 (dd, 1H), 8.80 (m, 1H), 8.87 (s, 1H), 8.91 (s, 1H), 9.00 (s, 
1H), 9.09 (s, 1H), 9.73 (br, NH). 



EXAMPLE 70 

N-CycIopropyI-14C3K546Kl-hydroxya-memytefhyl)pyridin-3-yl]-l- 
©xidop y rtdta-3- y !}phenyl]]-l,4-d^ 




i 



From the procedure of Example 69, the title compound was also 
obtained as a white solid. 

l U NMR (DMSO-d 6 ) 8 0.57 (m, 2H) f 0.79 (m, 2H), 2.92 (m, 1H), 5.32 
(s, 1H, OH), 7.65 (m, 1H), 7.72-7.80 (m, 3H), 8.08-8.17 (m, 2H), 8.27 (m, 2H), 8.70- 
8.82 (m, 4H), 8.88(s, 1H), 8.98 (s, 1H), 9.73 (br, NH). 



EXAMPLE 71 
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N-Cyclopropyl-l-[[3-{5-[6-(l-hydroxy-l-methyIethyl)-l-oxidopyridin-3-yl]-l- 
OMdopyridin-3-yl}phenyl]]«l,4-dihydro[l3]naphthyridin-4-one-3-carboxamide 




5 From the procedure of Example 69 the tide compound was also 

obtained as a white solid. 

*H NMR (DMSO-ds) 5 0.58 (m, 2H), 0.80 (m, 2H), 2.92 (m, 1H), 6.85 
(brs, 1H, OH), 7.65 (m, IH), 7.70-7.80 (m, 3H), 7.96 (d, 1H), 8.13 (m, 2H), 8.29 (s, 
1H), 8.71-8.84 (m, 4H), 8.89 (s, 1H), 8.92 (s, 1H), 9.73 (br, NH). 

10 

EXAMPLE 72 

N-Isopropyl-l-[3-(l-oxidoquinoIln-3-yl)phenyl]-l,4-dihydro[l,8]naphthyridin-4- 
15 one-carboxamide „ 
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O - 



Following the procedure of Step 2 of Example 30, but substituting N- 
isopropyl-l-[3-(quinolin-3-yl)phenyl3-l,^ 

carboxamide from Example 12 for 5-bromo-2-(l-hydroxy-l-methylethyl) pyridine, 
5 the title compound was obtained as a solid. 

'HNMR (CDC1 3 ) 8 1.30 (d, 6H), 4.28 (m, 1H), 7.49 (dd, 1H), 7.54 
(d, 1H), 7.66-7.85 (m, 5H), 7.92 (m, 2H), 8.69-8.75 (m, 2H), 8.84 (d, 1H), 8.86 (s, 
1H), 9.08 (s, 1H), 9.64 (be, NH). 

10 

EXAMPLE 73 

N-Isobutyl-l-{3-[6Kl-hydroxy-l-methylethyl)-l-oxidopyridm-3-yl]phenyl}-l,4- 
dihydroU,8]naphthyridin-4-one-3-carboxamide 

O O 



15 
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To a mixture of N4sobutyl-l-{3-[6-(l-hy^ 
3-yl]phenyl}-l,4^ from Example 46 

in 13:1 methylene chloride/methanol (33ml/mmol) at room temperature was added 
magnesium monoperoxyphthalate hexahydrate (MMPP, LI molareq) and the 
5 resulting mixture was stirred at room temperature for 24 hours. The mixture was 
filtered through a bed of celite and the filtrate was washed with aqueous sodium 
carbonate, then water and dried. The crude product was chromatographed on silica 
gel eluting with 8% ethanol in ethyl acetate and the solid obtained was stirred at room 
temperature in ether for several hours and filtered to afford the title compound as a 
10 light pink solid. 

! H NMR (Acetone-do) 8 0.98 (d, 6H), 1.61 <s, 6H), 1.88 (m, 1H), 3.26 
(t, 2H), 7.52 (s, 1H, OH), 7.61 (m, 1H), 7.66 (d, 1H), 7.77-7.82 (m, 2H), 7.88 (d, 1H), 
7.99 (d, 1H), 8.12 (s, 1H), 8.68 (a, 1H), 8.73 (m, 1H), 8.80 (dd, 1H), 8.93 (s, 1H), 
9.81 (br, NH). 



15 



EXAMPLE 74 



N-Cyclopropyl-l-[3-(6-methyH-oxidopyridin-3-yl)]phenyl]-l,4- 
20 dihydro[l,8]naphthyridin-4-one-3-carboxamide 




Following the procedure of Example 73, but substituting N- 
cyclopropyl-H3-(6-methylpyridin-3-y^ 

3-carboxamide from Example 39 for N-isobutyl-l{[3-[6-(l-hydroxy-l- 
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the title compound was obtained as a solid. 

'HNMR(CDCl 3 )80.72(m.2H).0.91 (m, 2H), 2.61 (a. 3H), 3.02 (m, 
1H) 7.38 (d,lH>, 7.45 (dd, 1H), 7.49-7.58 (m,2H), 7.66 (s, 1H), 7.75 (m,2H), 8.61 
(s 1H), 8.72 (m, 1H), 8.87 (dd, 1H), 9.08 (s, 1H), 9.78 (br, NH). 



EXAMPLE 75 



10 



15 



20 



N-Cydopro P yl-l-[3-(6-^ 

dihydro[l,8]naphthyridin-4-one-3-carbo«imidc 




To a suspension of N-cyclopropyl-l-t3-(6-methylsulfonylpyridin-3- 
y l)ph e n y l]-1.4-dihyd ro [l,8]na P hthyndin-4-one-3-carboxamide from E*ampk .51 m 
methylene chloride (30mVmmol) was added urea^ydrogen peroxide (8eq) and thg 
resulting mixture was cooled to 0°C. Trifluoroacetic acid (4.7eq) was added and the 
mixture was wanned to room temperature as a solution was obtained. After 18 hours, 
more urea-hydrogen peroxide (2.6eq) and trifluoroacetic acid (2eq) were added and 
stirring was continued for 2 hours. The mixture was quenched with saturated 
^ueous sodium metabisulfite, diluted with methylene chloride and the organic phase 
W8 s washed with IN aqueous HC1, then brine and water, dried and evaporated. The 
crude product was chromatographed on silica gel eluting with 40% toluene m acetone 
to afford the title compound as a solid. 
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l H NMR (CDC1 3 ) 8 0.66 (m, 2H), 0.85 (m, 2H), 2.97 (m, 1H), 3.52 (s, 
3H), 7.48 (m, 1H), 7.58-7.65 (m, 3H), 7.72-7-78 (m, 2H), 8.15 (d, 1H), 8.54 (s, 1H), 
8.68 (bra, 1H), 8.81 (d, 1H), 9.01 (s, 1H), 9.71 (br, NH). 

5 

EXAMPLE 76 

N-CyclopropyM-{5-bromo-3-[6-(l-hydroxy-l-methylethyl)-l-oxidopyridin-3- 
yl]phenyI}-l,4-dihydro[l,8]naphthyridin-4-one-3-carboxamide 




10 CH 3 

Following the procedure of Step 2 of Example 30, but substituting N- 
cyclopropyl-l-{5-bromo-3-[6^(l-hydroxy-l-meftyleuiyl)pyridin-3-yl]phenyl}-l,4- 
dihydto[l,8]naphthyridin-4-one-3-carboxamide from Example 47 for 5-bromo-2-(l- 
hydroxy-l-methylethyl) pyridine, the title compound was obtained as a solid. 
15 'H NMR (CDC1 3 ) 5 0.71 (m, 2H), 0.90 (m, 2H), 1.75 (s, 6H), 3.02- 

(m, 1H), 7.48-7.60 (m, 5H), 7.73 (s, 1H), 7.88 (s, 1H), 8.52 (s, 1H), 8.72 (m, 1H), 
8.84 (dd, 1H), 9.04 (s, 1H), 9.71 (br, NH). 



20 EXAMPLE 77 

N-Cyclopropyl-l-{3-[6-(l^-dihydroxy-l-methylethyl)-l-oxidopyridin-3- 
y]]pheny]}-l,4-dihydro[l,8]naphthyridin-4-one-3-carboxamide. 
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Ste p 1-. S-Btom^-fl-methvlviP vnpvridineN-oxide 

A mixture of 5-bromo-2-(l-hydroxy-l-methylethyl) pyridine N-oxide from 
step 2 of example 30 (1.29g) and 25% aqueous sulfuric acid was heated at 130°C for 
5 2 days. After cooling, the mixture was made slightly basic using ION aqueous sodium 
hydroxide and partitioned between ethyl acetate and water. The crude product from 
evaporation of the organic phase was used as such in step 2. 

Step 2t 5-bromo-2-(1.2-dihvdroxv-l-methv lethvD pyridine N-oxide 

The crude product from step I was dissolved in a 3 : 1 mixture of acetone and 
water (16mL) and 4-methylmorpholine N-oxide (lg) and potassium osmate dihydrate 
(90mg) were added. The resulting mixture was stirred at room temperature for 3 days 
then excess solid sodium bisulfite was added and the mixture was evaporated. The 
residue was diluted with methylene chloride and filtered. The filtrate was evaporated 
and the residue chromatographed on silica gel eluting with ethyl acetate to afford the 
title compound as a white solid. 

Ste p3i N^clopropvl-l-(3-r6^a.2-dihvdroxv- l-methvlethvn-l-oxidopvridin-3- 
yl]phenyl}-l,4-dihydro[l,8)naphthyri<nn^one-3-carboxamide. 
20 Following the procedure of step 2 of example 32 but substituting 5-bromo-2- 

(1^-dihydroxy-l-methylefiiyl) pyridine N-oxide from step 2 for 3-bromo-5- 
methylsulfonylpyridine the title compound was obtained as a white solid. 
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*H NMR (CDCI3) 5 0.66 (m, 2H), 0.85 (m, 2H), 1.61 (s, 3H), 2.78 (m, 1H, OH), 2.97 
(m, 1H), 3.90 (m, 1H), 3.97 (m, 1H), 7.48 (m, 1H), 7.53 (m, 2H), 7.60 (m, 2H), 7.69- 
7-72 (m, 2H), 7.92 (s, 1H, OH), 8.49 (s, 1H), 8.68 (m, 1H), 8.80 (dd, 1H), 9.02 (s, 
1H), 9.73(br,NH). 

Other variations or modifications, which will be obvious to those 
skilled in the art, are within the scope and teachings of this invention. This invention 
is not to be limited except as set forth in the following claims. 
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WHAT IS CLAIMED IS: 



1 . A compound represented by Formula (I): 

O O 




5 CD 

or a pharmaceutical^ acceptable salt thereof, wherein 

Ar is phenyl, pyridyl, pyrimidyl, indolyl, quinolinyi, thienyl, pyridonyl, 
oxazolyl, oxadiazolyl, thiadiazolyl, or imidazolyl; or oxides thereof when Ar is a 
heteroaryl; 

10 R is H or -Ci^dkyl; 

Rl is H, or -Ci^alkyl, -C3-<5cycloaIkyl, -Ci-6alkoxy, -C2-6aItenyi, 
-C3-6alkynyU heteroaryl, or heterocycle group, optionally substituted with 1-3 
independent -Ci^alkyl, -Ci^alkoxy, OH, amino, -<Co-6alkyl>nSOn-(Cl.6alkyl), 
nitro, CN, =N-0-Ci-6alkyl, -0-N=Ci-.6alkyl, or halogen substituents; 

15 R2 is H, halogen, -Ci-galkyl, -C3-6cycloalkyl, -Ci-6alkyl(C3- 

6cycloalkyI)(C3_6cycloalkyl), -Ci^galkoxy, phenyl, heteroaryl, heterocycle, amino, - 
C(OH?i-6alkyl, -^(0)-O-Ci-6alkyl, -Ci-6alkyi(=N-OH), -C(N=NOH)Ci.6aliqrl, - 
Co-6aIkyl(oxy)Ci.6aIkyl-phenyl, -SO n NH(Co-6alkyl), or -(C()-6alkyI)-nSOn-{Ci. 
galkyl), wherein the phenyl, heteroaryl or heterocycle is optionally substituted with 

20 halogen, -C l-6alkyl, -C i^alkoxy, hydroxy, amino, or -C(0)-0-C i-6alkyl> md any 
alkyl is optionally substituted with 1-6 independent halogen or^OH substituents; 
n isO, 1, or 2; 

R 3 is H, OH, amine, halogen or Ci-fialkyl, wherein the alkyl is 
optionally substituted with 1-6 independent halogen, OH, or amine substituents; and 
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R4, R5 f r6 s an d r7 eac h independently is H, halogen, -Cj^alkyl, 
-Ci-6alkoxy, or amine, and any alkyl is optionally substituted with 1-6 independent 
halogen or -OH substituents. 

5 2. The compound according to claim 1, or a pharmaceutical^ 

acceptable salt thereof, wherein 
Ar is phenyl. 

3. The compound according to claim 2, or a pharmaceutical^ 
10 acceptable salt thereof, wherein 

Rl is -Cj-galkyl optionally substituted with 1-3 independent 
~Cl-6alkyl, -Cl-6alkoxy, OH, amino, -(Co-6«ikyl)-SOn-(Ci.6alkyl), nitro, CN, =N- 
O-Ci-galkyl, -0-N=Ci-6alkyl, or halogen substituents. 

15 4. The compound according to claim 2, or a pharmaceutical ly 

acceptable salt thereof, wherein 

Rl is -C3-6 c ycloalkyl optionally substituted with 1-3 independent 
-Ci-flalkyl, -Ci-6alkoxy f OH, amino, -(C()-6alkyl)-SOn-<Ci-6alkyl), nitro, CN, =N- 
0-Ci-6alkyl, -0~N=Ci-6alkyl, or halogen substituents. 

20 

5. The compound according to claim 2, or a pharmaceutically 
acceptable salt thereof, wherein 

Rl is a pyridyl group optionally substituted with 1-3 independent -Ci~ 
tfalkyl, ^Ci-6alkoxy, OH, amino, -(Co-6alkyl)-SO n -(Ci-.6alkyl)» nitro, CN, =N-0- 
25 C i-6alkyl, -0-N=Ci-6alkyl, or halogen substituents. 

6. The compound according to claim 1, or a pharmaceutically 
acceptable salt, wherein 

Ar is pyridyl, pyrimidyl, or oxide thereof. 



30 



7. The compound according to claim 6, or a pharmaceutically 
acceptable salt thereof, wherein 
R is H; and 
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Rl is H. 

8. The compound according to claim 6, or a pharmaceuticaUy 
stable salt, whe^^^^ 

J 6 alkyl. ^Cl^alkoxy, OH, amino, -(Co^alkyD-SO^Ci-ealkyl), nitro, CN, =N-Q- 
Ci-6alkyl, -0-N=Cl-6alkyl, ° r halogen substituents. 

9. The compound according to claim 6, or a pharmaceuticaUy 

-Chalky!, -Cl^alkoxy, OH, amino, -<Co^alkyl)-SOn-(Cl-6aJlcyl). nitro. CN, =N- 
0-Cl-6alkyl, -0-N=Cl-6aIkyl, or halogen substituents. 

10. The compound according to claim 6, or a pharmaceutically 
acceptable ^ wherem ^ ^^^^ 1-3 independent -Cl-6alkyl. 
-Ci-ealkoxy, OH, amino, -<Co-6alkyl)-SO n ~(Ci^alkyl), nitro, CN. =N-0-Ci- 
6alkyl, -0-N=Ci-6alkyl, or halogen substituents. 

11. The compound according to claim 1, or a pharmaceutically 

acceptable salt thereof, wherein 

Ar is indolyl, quinolinyl, or oxide thereof. 

12. The compound according to claim 11, or a pharmaceutically " 
acceptable salt thereof , wherein 

acceptam ^ ^ ^ ^ optionally substi tuted with 1-3 independent -Ci- 
oalkyl, -^l-6alkoxy, OH, amino, -(C 0 -6alkyl)-SOn-(Cl-6alkyl), nitro, CN, =N-0- 
Cl-6alkyl, -0-N=Cl-6alkyl, or halogen substituents. 

13. The compound according to claim 1, or a pharmaceutically 

acceptable salt thereof, wherein 
Aristhienyl. 
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14. The compound according to claim 13, or a pharmaceutical^ 
acceptable salt thereof, wherein 

Rl is -C3-6cycloalkyl optionally substituted with 1-3 independent 
5 -Cj^alkyl, -Ci-6aIkoxy, OH, amino, -(Co~6alkyl)^O n ^Ci_6alkyl), nitro, CN t =N- 
0-Cl-6alkyl, -0-N=Ci_6alkyl, or halogen substituents. 

15. The compound according to claim 1, or a pharmaceutical^ 
acceptable salt thereof, wherein 

10 Arispyridonyl. 

16. The compound according to claim 15, or a pharmaceutical^ 
acceptable salt thereof, wherein 

Rl is -C3-6cycloalkyl optionally substituted with 1-3 independent 
15 -Ci-ealkyl, -C i-6alkoxy, OH, amino, ^Co^6aUcyl)~SOn-(Ci-6alkyl), nitro, CN, =N- 
0-Ci-6aIkyI, -0-N-Ci-6alkyl, or halogen substituents. 



17. The compound according to claim 1, comprising 




CH 3 
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or a pharmaceutical^ acceptable salt thereof. . 

20. The compound according to claim 1, comprising 



5 




or a pharmaceutical^ acceptable salt thereof. 

21 . A pharmaceutical composition comprising 

a therapeutically effective amount of a compound of Formula (I) as 
10 defined in any one of Claims 1 to 20, or a pharmaceutic ally acceptable salt thereof; and 
a pharmaceutical^ acceptable carrier. 

22. The pharmaceutical composition according to claim 21 , further 
comprising a Leukotriene receptor antagonist, aLeukotriene biosynthesis inhibitor, an 

15 M2/M3 antagonist, a corticosteroid, an HI receptor antagonist or a beta 2 
adrenoceptor agonist 
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23. The pharmaceutical composition according to claim 21 , further 
comprising a COX-2 selective inhibitor, a statin, or an NSAID. 

5 24. A method of treatment or prevention of asthma, chronic 

bronchitis, chronic obstructive pulmonary disease (COPD), eosinophilic granuloma, 
psoriasis and other benign or malignant proliferative skin diseases, endotoxic shock 
(and associated conditions such as laminitis and colic in horses), septic shock, 
ulcerative colitis, Crohn's disease, reperrusion injury of the myocardium and brain, 
10 inflammatory arthritis, osteoporosis, chronic glomerulonephritis, atopic dermatitis, 
urticaria, adult respiratory distress syndrome, infant respiratory distress syndrome, 
chronic obstructive pulmonary disease in animals, diabetes insipidus, allergic rhinitis, 
allergic conjunctivitis, vernal conjunctivitis, arterial restenosis, atherosclerosis, 
neurogenic inflammation, pain, cough, rheumatoid arthritis, ankylosing spondylitis, 
15 transplant rejection and graft versus host disease, hypersecretion of gastric acid, 
bacterial, fungal or viral induced sepsis or septic shock, inflammation and cytokine- 
mediated chronic tissue degeneration, osteoarthritis, cancer, cachexia, muscle wasting, 
depression, memory impairment, monopolar depression, acute and chronic 
neurodegenerative disorders with inflammatory components, Parkinson disease, 
20 Alzheimer's disease, spinal cord trauma, head injury, multiple sclerosis, tumour 

growth and cancerous invasion of normal tissues comprising the step of administering 
a therapeutically effective amount, or a prophylactically effective amount, of the 
compound according to claim 1 or a pharmaceutically acceptable salt thereof . 
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25. Use of a compound of Formula (S), as defined in any one of 
Claims 1 to 20, or apharmaceutically acceptable salt thereof in the manufacture of a 
medicament for the treatment or prevention of the diseases or ailments set forth in 
Claim 24. 

26. A compound of Formula (I), as defined in any one of Claims 1 to 
20, or a pharmajceutically acceptable salt thereof, for use in therapeutic inhibitors of 
phosphodiesterase -4. 

27- A phosphodiesterase-4 inhibitor pharmaceutical composition 
comprising an acceptable, phosphodiesterase-4 inhibiting amount of a compound of 
Formula (T), as defined in any one of Claims 1 to 20, in association with a 
pharmaceutically acceptable carrier. 
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